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(57) Abstract: A compound represented by the formula (I) [wherein Ar represents an optionally substituted cyclic group; X repre- 
sents a bond or a spacer having a C,.6 main chain; R^ and R^ are the same or different and each represents hydrogen or an optionally 
substituted hydrocarbon group or R^ and R^ may form an optionally substituted nitrogenous heterocycle in cooperation with the ad- 
jacent nitrogen atom; Y represents an optionally substituted divalent hydrocarbon group (excluding CO); R^ represents hydrogen or 
an optionally substituted hydrocarbon group; and ring A and ring B each may have other substituent(s), and when ring B has another 
substituem, then this substituent may be bonded to R' to form a ring); a salt of the compound: or a prodrug of any of these. They 
have antagonistic activity against a melanin-concentrating hormone and hence are useful as an obesity preventive/remedy, etc. 
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m^nm^thh^^ib. 0<<D^mzt-DX. xK^itom^ui^n^i: 
m\z7gm<DM^^x^<it\zj;:o. mm0k'pmmt:^rc'btct^ji:<^ 

J^M(D-!t^}l^>X\ :ftSJj/Ljif^ffl$r*-rSC:i3&«»e>nTli-5. MCH 

it'^T, «:t*5&^*wictcM'>u, ^^^wmhm^^z.tti^m^-^nxi,^^ 

-i^^- (Nature) . 396 #> 670 M, 1998 ^] , dtX O :i i . MCHig 
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1) W095/32967 5HT1D 7>iS':l-X hStt^WL, fL^-^m.iS.ii<0 




R ^ *5 ci; 0^' R 5 ti L T7K^ ^ H C , _ 6 7 ; 

2) 2001/139555 T^J^iS' >/1i?KB©:Ji-?£v^ga«t. 7xP- 
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I ) ( I ) ^ftit^ozfa 

J^cWb^tF (I) ; 

5 3) Ar;0^'^:Ar^-Ar'- (^t. Ar'«g^S^WLT(.iTt)cbVi^4^* 

5 /j: lib 8 MO^^^^^^S^^Ii^MST^-SBUsB 3 ) I3«©^b^#i ; 
10 5) AHT^$n^5^§S»;<»t7x-;k ^fc« 5 ^fc« 6 
T-^'5>mlBH3) S2ic(^ib^ti : 

6) X;!>t,^^^T'afe'l>'fb^«^ (I) : 

mm^m^r^it^!^ ( i ) : 

15 8) #^*^i^^:d57if5^vX ^;1'^|n'J>. tr^Uv>> tr^^v>, tf 
4.5-vtKD-lH-<5i5'V-;k >F-;k 1.2,3,4-x 

7) mm<Dit^m; 

20 9) j_3 7;U^l/>Ti5S^b^#J (I) ; 

10) R'*^7K^J[^^T*-5'fb-&#l (I) ; 

II) ^A:fe<ktXllB 3&«$^{3WLT(.iTt)<tViMm»*V\py>J^T. A 

,_6 7;un^->T^§<b^ti (I) ; 

25 12) 4'-7;p^D-N-[8-^5";u-3-(i-tfp u v-;i'^5";i/)-7-=t^y u- 
;^][^^-t:•7xn;^]-4-;^7;^J}^4^1^■5 H ; 

N-[6-7;P:tP-3-(l-trPU v-;U7^5^;U)-7-=\^/ U-;U]-4'-^ h^zy 

6- (4-pi h + >^ 7 X - ;i/) -N- [8-^ 5';i/-3- (1 - fcf p ij >? - ;i/ ^ 5^;i.) -t-^^:- y i j 
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3- :7;P^D-4' h + v-N-[8-;<5^;i.-3-(l-eD ij / u 

4- (vi^ fcf;Up^ h + -»-N-[8-;<5";|.-3-(l-tf P 'J i^~Ji^^^Jl)-7-^ 
N- [3- (1 - 7 -feVi - ;>< -8- / ^^JU-?-^ / 'J - -4- (2- y 

/u)^>X75H ; t.rz},tz.n^6m'c$)^i\:^m (i) ; 

13) it^m (I) ^^WtTTi^Em^t); 

1 4) )^y=L>mmM'E>^mMr$>^mmi 3) fB«c©«ti ; 

10 15) ^y->mMM'e:>\z^^m't^mm(D^m • mmM'c$>^mmi s) 

1 6) mmmoi^m • fen^^j-e^^MBBi 3) iB®©mfigti ; 

1 7) m'k1f9m\r$>^mBl 3) I5®©m^tj ; 

1 8) -50^©^ • ^^liSJT^'SMiBi 3) mm(Dm^¥a 

1 9) ^^3£©TO • ^mn\-j^tb^mu 1 3) iB^wm^ti ; 

2 0) fb^i^ (I) t> mr^^^mm. m 

.2 2) Pi?L«J^H{k^i^ (I) hb<it^(Dm^ft\t^(D-:fU\iyy^<D^ 

?il««r^#TS ^1 t^^lStl-^, ^i«IL»tc*3tt'& ?^y->mm^-)u=e 

0, -fb^tl (I) hL<\t^(Dm^rzit^(D-:fn\iyy^(D^m'. 

2 4 ) m^mmizit'^m ( i ) l < «^©Jt^fc{i^©:/D h ^ ^ ^^©w 
2 5) mmmo^m ' ih^M=&my^-t^rci!()(o. it^m (i) t>L<(i-^© 



wo 03/035624 PCT/JP02/11045 

6 

2 6) ^%Mm\z\>c^m (I) t>L<«^®iSSfctt^©yDK^>y^©W 

5 2 7) m«$ij^j^Sijt-r^fcJ6©, -fb^!^ (I) =bL<«-e©ig^/ctt^ 
2 8) Pi?Liiti{c:{k^«^ (I) iL<{i-€-©i!t^fctt^(D:/DF^u/i^©W 

2 9) o^mo^f-Vi 'mmm^m^t^fz^(o. \t^m en t>L<«-?-oD 

3 0) BifLKititC'fk'&t; (I) hL<\t^<Dm,'^tz\t^<Dy°uYyyi/(D^ 

3 1) ^^^^o^'s^ ' mmm^mmt^tcisfxo. it^m (d feL<«^© 

15 «l^fc«-€-©::^o H ^ y if(r>^m ; 

3 2) iii?LiftJ^{C'fb-&i^ (I) 'hL<it't(Dm^tzit^(D'fn}i^y^(D^ 

3 3) ^: Ar-X-COOH [^^. Ar :feJ;rJfX«MfB 1 ] timtmMm^ 
20 ^f] -C^$n'5^t:^<^t>L<«-?-®^g^;^c«^n6>©;Sl&1ff§##:«i:, 




(III) 



0i^<!:^S;&^ti:^ilt^#ifciT^, -ft^^^ (I) <\t^<Dm^rzit 
25 3 4) 



I 
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(III) 



20 2-,3-^/c«4- tf'J vJk 2-^;rcfi3-7'J;k 2-, 4- ^ fc« 5-5^7 V 
U;k 2-,4-^fc« 5-:t+-tJ-\/U>)k l-,3-*fc« 4-tf^yU;k 2- 

e^vx;k 2-,4-^fc« 5-tf'J^v-;k i-.2-^;fctt 3-t°Dij;k 
i-,2-^fc« 4-<5iS^^/u;k 3-SfcJi 4-e'j^vx;k 3-<y5^7 
yu;p, 3-< y^4^ityu;i/. \.2,4-t^^i^7'/-)i-^--( 1.2.4 
25 - ^ +it V 7 y-;i/ - 3 - < jp/j: aam if ^ n-s . 
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yy^-Jk ^^^X^^iS^V^U^k '^>X:t+1fV'J;k ^>V''5^7l/U;k 
15 '^^X-rV^TVUJk :h7 h[2,3-b]^:t:7x-;k 'TV+yU^k +7 
U;k -r>KU;U, =^^y^^1fUri;k 7x::^>h'Jv-;k 7x/5"7v- 

20 r«|^#5!l^55r§]^Sj ©*{*:«f!|ttT«> 1 — ^7^;P ; 2-±7?;P ; 2 
-.3-.4-.5-^:rc«8-^y U;i/: l-.3-,4-,5-.6-.7-^fett 8--f 
y ^^yj ; 1 2-. 3-, 4-, 5-. 6- T-'T > F U ;U ; 1 2-, 4- ^ 

fc « 5 - V -f > H U ; U ; 1 - , 5 - ^ 6 - 7 iS' ^ V - ; : 2 - . 3 - ^ 5 
-4^/=\^-y-'J::i;i/ ; 2-,3-,4-,5-^fcti 6-^>y5^X-;i/ ; 2-, 3-. 4 
25 -.5-^;ttt 6-^>V^7^-;l/ ; 2-,4-.5-*7t« 6-^>V^7'/^J 

)V; i-.2-,4-,5-sfc«6-^>x-r5yyu;u7a:<i:*^^frfsns. 
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->^D^>5^;k v^^p'x^vJK i^^a^zf^jv, i/^fuHr^^f- 
15 HPtr'j>?;k tr^7i^-;k ^r;i/3jsU-;k 5^;f^;i/*'j-;k xh 

v't h*P^>X^4^-ti-yj;U. vh KP^>y5^7yU;k vhKo^>X 
25 -ry^^ryj;!/, Hp:^7 h[2.3-b]5":f7x::i;k T-h^bHP<y 

^^yu;k xK^t Hp^^/>j;k 'i'>KU-;k ^ry-OKU-Jk xh 

7k HP+/^U-Ur;k xh^k KP7x:^>h U':?-;P> ^vc^i-tj-t: Kp 
7xy5"7v-;k 's^1tkHP7xy^ltv-;U, r-V^\i^uy^=7i> 
ii;k xh^kKP::h75''J>'::i;k xh^k HP+:>-yU-;k xl-^k 
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Ko5^:t+1t>x-;k vt:HP'^>yt!^n;u, xh7tKD^>X:t+ 

p. v7y> Apy'wk^nxviTfcctiiC i_,„7;w!/. tHp+->-c, 

-,o7;WI^ tKP + v;^5';k k KP + i^X^^Jl/) , C6-,47'J->IU 

4 7U-;i'-c 2_6 7;i'^-;K^. ^5";U7x:n;i.xx-;i/;^j:^), 7\p^*> 
^b^nxi^iTfectVi c ,_,„7;pn4^'X /\py>'fk$nTiiTfej;vi c i_,o 

7;i/^;U^^> m^«5r^LT(.iTt>J;Vi C 7_j97^;i/+;k tKP^v. 
.fi^«^*LTUTfcJ:<.^C8_j47'J-;i/:r4^v. M^S^WLTliTfecb 

i/>C7-i97^;wi.^:^->. 75y. 75y-Ci_„7;p^;K«Bj, 7s// 

75yx5";k 7$y:/pfcr;k 75y ::^5=-;uj^<h'), 
- c 1 _,o 7;u=^^;i/7 5 / (^i, ^ 5";P7 s y . x^;i/7 5 y > y p t!;u7 s y , 
-ryype;i/7^ :/5^;i'7^/, v^5";U7^y. vx5';P75/. v 
:/pe;i.7$y. v:/5^;u75y. :r.^)U}^9-)\^7^yu^). ^y-^rz\t 
v-c ,_,o7;wi/75y-c ,_6 7;1/^;K^j, 7^5";U7 5y p^^^jk x5^;u 
7$y;<5";i/. ypeji'7$y p^5";k yyptr;i/7 5yx5";k 
75yx5^;k v^5^;i.75ypt5';u. vx5";u75y /^'jk vyptrju 
75/pt5^;k ':^<yyptrjP7^yx5^;k 'J-:f^)i^7^yx^}i.f3ia). 

*LTt.iT=bcfct^C3_5>'i:7P7;i/^;p-c i_e7;ni4>/. c,_,7)Uzi^i^ 
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7;wk 7->;i'7$y-c ,_6 7;i'*;k 7v;i':f=ir>'-c ,.67;i/+;i/ni: 

10 "/□hf;k 'TVyPtfJl'. :/5^Jk <V7*5^;i'. sec-y^;k tert->*'5";k 

^>5^;k ^y^;k :t^^;k xv;^7^^:<^:)75^^^^f e>ti 

□ ;<5";k h'J7;i/:tD^^;k x5";p, 2-:/D^rx^;k 2,2,2- hu 7 
;p:tox5^;k ^>^7;i/^DX5^;k :^pe;k 3.3,3- hU7;i/^D7'D 
15 tf;k <v:/okr;k :/5';k 4.4,4- hU7;i/jroy^;k -rv^^^jk sec 
-y5^;k teri-y5^;p, ^>5^;k -ry'^>^;k ^:t'^>5";k 5,5,5- 

h U 7;P:tP^>5^;k ^^i/Jk 6, 6, 6- h U y)V:i-n^^iyJV. ^7°5';k 

3':7^/j:i:)*WLTViT'bJ;Vi C i_,o7;U3 + i/(«aj. pth:^>>, x 

25 ;rP;^h + v, Xh^^^v, 2,2.2- hU7;P:tPXh4^i/, 7^P7j?^->, -fV 
:fats=¥iy. yh^'>. 4,4,4- hU 7;U:i-p:^h4^v. -rvyK=t^v. sec 
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jL^ji^^. zfu}f.)v=^^. -rv^pe;!/^^, sec-^ 

5 ieT{-y'9-)V^:t. ^>^)V^^. ^^iyJV^^. '\7°^;U5=-:t. 

x^;P5":t-. yDtr;i'5"^. <yyptr;u5^:t, y^^p^^^, 4,4.4- hu:? 

)V:^U^^)V^^. ^>^)l^^. ^=¥>^)V^:t, :t^^)l 

h>j7x-;u^5";k i-i-y^)V^^)V. 2-±75";i/p<^;k 2.2->?7x 
15 ;i/;5:^*«^tf ens. 

20 T.^^7y)V^M^l/i tVX\t. mXit. ^>v;P:^-4^v, 7x^^;U:t 
^->. >'7x-;i/^5';i'^^>', h^)y:r.-}V^9-)V^^i/. l-±75^;i/^ 
2-:h75";i'pC5";U:t^v'. 2,2->?7x-;bX5";i/:t=lrv. 3- 

7xxji/yDe;i/^=^^->. 4-7xx;i/:/5^;u:t=^^'X 5-7xr:;i/^>5^;i. 
25 MB rg^S^;tLTt/^Tfcckt.^^S=^Sj tc43ttS r^f^^^j thx 
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+ M-^z^Jih^iy. Xh^v^h:^^>/, Xh^vxh^->;^j:£*?^frf 
20 ^tl^. 

LTi.>TfecfcViC6-,47u-;i'^^vj , mmm^^Lx\^^xh^v^c J. 

25 7)V^)V-Z ,.^7)V^)Vl rgjiS«:WL/T^iTfeil.i C 3-6^^0 

7;i'+;p-c ,_57;ni+'>j {c^jtt^ rg^Sj t\.x\t. m7L\t. /\uY 

pt5"l^>v^=^v, X5"^>i;:t+v'75:i:). xhp, vjy, APy>fb$ 
nTV^Tt)cj;lU ,_,o7;i/4^>lk tHo^v-C,_,o7>»WP (0!l/hHP4- 
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_,o7;u^;i/75y ;<^;u7sy> x5^;P7sy, yDe;i.75 7, < 
5 y/Ptf;i/75y, y9";U7a/, v;<^;i/75/. vx5^;i/75y. i^zf 
otf;i'7 = y, '>*y5^;i/75y. x^;i/^^ji/7ayjS:£). 75y-c i_,o 
7 (#J, y ^ ^)\^\ 7 a'y x5";i/. 'jk j zfu 7s.y 
ts.E). €y-^fc«v-c ,_,o7;p^;P75y-c i_67;i':^;K^j. p^5^;u 
75y^5^;k x^;i/75/p^^;k :/pt!;i/75y^5";k 'fv:/Dtr;i/ 
10 7$yx^;k y5^;U7 5/x5^;i/, vp^5";i/7 5 y p<5^;k vx5';i'7a 
yy5^;i/. v7'pt°;u7 5y^5^;k v-r yypif;i/75yx5^;u. ^j-y^j- 
)\/7^j:L=f-M^E). 7}N;i/i;k ;^;P7|^+v, ;it;>il/nt-i' ;k "f-tiDS/n^ 
-f;k An'jr'>>(b^nT(riTt><fcViC ,_67;Wl'-;^;Uxt^x;k c ,_67;u 
□ + '>-;^7;i.jJ^x;K0i|. :^V^-yfi)]/its~)\,^ y.Y^i/fi)\,it.~)\,^ ypjj^ 
15 +v;«7;i'fc;k tert-y h=t^'>;^;Ufc;i/;^£*), 5 6 

7f?x;k ^y-^;/cttv-c i_67;i/^;i/-;^j;UA*^:'t';K^j, y5";u:^;i.A' 
t-r;k x5^;u;fj;i.A^:-<;u, vy5^;i/;^7;i/A^-r;i/, vX5';i':^;i/A^-r 
jk x5";i/y5";i/:^;i/A*^-r;i/^i:a. 5 ;^cViL 6M1g^^;^;i'At'f ;k 

20 *;i/A^<;i/>''Dtf;u^i:a:). ^y-s;'S:«>'-c i_67;wi/-:<j;U7\'^-r 
;i/-c i_67;i/=^^;K«ah p^5^;P:^7;PA*^:-f;M5';k :^^)V:^jw^^-i)Vji 
^;k )V:fu\i)V. -J^^)Vts)vn^-(}]/:K=^)v. v^'f- 

;u;^7;i/At-i';i/x^;k vy5^;i/;^;wt^-r;uyoe;i/. x5";i.:^;wt^< 
;i/y5^;u. x^;t/;^3;uA^-r;ux5^;k x5^;i/;^7;w\'^:-f;U7'p tr;k >?x 

25 5^;i';^;UA'^<;i'^5";i/, i^x^jitDW^^^e^ )Vx^)i. -yx^jitiJW^'E 
'i)V:fnE)Vua). 5Aj:iiL6fi«^S:<7;U/i^x;p-c,_67;Wk si^iii 
L 6 ft^^Sj^JUA^r-f ;u-c ,_67;Wk ADywb^nTi^iTt)<tu c 
,_67;wi'X;i/7fcx;k 7t>;i/5;i.7$y, Apyxb^nxvixfecfc^u , 
_6 7;m^;i/-*;i'7j^^if5 c i_67;up^x-;^j;i/jK+ii-= ^ h 
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15 S?'j:oTViTt>«k^i. 

20 iiiB r/\Dy>'fb^fnTi.iTt)<fciiC3_6'>:57PT;u+;i/j i:bT«, mA. 
e)tiSo MWmtbxu. ->^o^De;i/, ->^p:/5";1/. ->i^p^>5^;p, 

25 v^P^^v^k 4,4-':^i'PPv^P'\+i^;k 2,2,3,3-xh77;U;tP 
^ p ^ 4 - P P V ^ P v^P^J: ^*^^frf ^ n-S . 

iig3rApy>fk$nTViTt)ctVi c ,.^7)U=¥}\^-i3)it--)ii t vnt. 

m^ii^ 1 »*L<« 1 ^it^iL 3l@©APy>J^^(«»J, 
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m^^t. zin^y-i)i. -ry-n5"y'i';k 2-T-/i';k 3--ry-r;k 2- 
7P<;k 3-7P-f;k ^:;i/Jt^'jy;^3;i/jH-;k tr^u>^y;i!7;i/7H:n;k 1- 

M rs^cvib 6M^gil^:^;i'4^-;u-c i_6 7;i.+;k <hLTtt. mxil'E 

jj^-;uypif;k tf'^'Ji^/;^;i'7j^-;u^^;k tf^U>^y;^j;i/4^:n;i/X5^ 
tr^'J v/;^;i/4^x;i.yptf;k i-epU>^-;i/:i!7;i/jJ^-;i'^5";k 1- 
15 tfP'J vr.;i/:^;i/7K-;i/X5^;i/, i-kfP'j>?x;u:^;i/jj?x;i/^De;UJij:^*t 

UTfi. «a|;^ti*t;i'3l>uy;^7;i/A^:<;i/, tf'^'j ;i!j;PA^'r;k i-ep 
;k 4-eUv';u;^j;i'A^:-i';k 2-5^xx;u*;1/a*^^;w, z-^x=.)vti)V 

^>iu4^uy:^;mt-r;i'^^;k ^;i'^uy;^ji/A'^-f;i/x^;k t;i/4^u 
B(il2 rApy>^b$nTViT=bct^u i_67;k4^;i/x;i'/^x;i/j tbxit. 
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4.4,4- hU7;P:to:;^5";i/x;i/7jN-;k '^>^;ux;U5tc-;k 'x^vjUT.;!/ 

it^^^^Ym. T-fehT5h\ yDA°>7$h\ :/iS'>75 K/j:f);5:i:;&t 

BtfsB r7'>;Pj iLT«. mX\t. ^: -CO-R\ -CO-OR\ -CO-NrR^ 
-CS-NR^R\ -SOg-R*" . -SO-R^^ -PO(-OR^) -OR^ ^^c{l-PO ^-R^ 

*Ac«(hi) g^»?rWLTUTt)J:Vi^^^«;R^''«(i) g^«;&WLT 

ttTlc^l^^^/ttJ C i_6 7;P4^;i/Sr^L ; R* t R' ii^gHMT-Sg^l^Ti:^ 
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;k -rv:/^;!/, sec-y^;k tert-y5^;i/, '^>5^;i.. '\^x;i'7^c£<i:) ; 

pe;i/, >'^j7py^;k >'^P'^>5^;k i^^p^s^t^xju^c-t*) ; 

e) C 6-i47U-;K«aj^«, 7x:i;i/. i-i-y^)i, 2-:f-75^;k 2-0 

f) c 7_i97^;u+;K«r!ix.{fv ^>v;u. 7x^5";k i^:7x-;i/^5';k h 
'J7x:^;i'^5^;k l-•:^7^;^p<5';k 2-:^-75^;i.^5^;k 2.2- v7x- 
;ux5^;k 3-7xx;i':/ptr;k 4-7xn;p^5^;k 5-7x-;i/^>5^;i/ 

g) '^>i?>S^$S^bTViTtckv> c 3_6i^^P7;u=t^;p-c ,_67;wi/ 
(^jAtf, vi^pypejM5^;k ->5'pype;i/X5^;k v^^pt^^^jut^^^ 

v^'P^>5^;i/;A5^;k >'iJ'P^>5^;i/X5^;k v^p^4^'>;i'7'ptf 

75;Wk ^>-tf>^i:«l'&LTViT"bckViC3_gV^P7;i'+;k ^>"tf 
>^<!:fil^tTViT'bJ;ViC 3_6Vi^P7;i/+;u-c ,_6 7;u^;i/7it*T*s. 
rBi^l»*WLTiiT'bJ:ti^'fk7K^»j iziiVf^ mmMi tVXit. 

mxii. /\Q^'>w.^m. yym. mm. ^m. B^mtjiiz). c,_37;i'=t^ 

7/, APy*>'fb$nTliTt)J;U C i_,o7;i/:3^^x, APyXb^tlTl^i 
Tta:tiC,_,»7;Wl'^:t, tKP^v. 75 ^r^ -Sfc«v-C i... 

7;u=^^;i/7 = y (^j. ^^;i'75/. :sL^)\^y^j. -^u\f.)\,7^j ^ 
phf;i/75y, y^;i'7$y, vpi5^>ii'75y, vx^jur^y, vVPtf 
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-;k xh^i^iJ)U^~)l. •fm^^i^:fy)V7jr^-)\,^ teTi--:fh^'yti)\^t^ 
_i47U-;i^-:^;PA'*-r;kgJ^S^WLTViTt)j;(/i 5 t^cI^L 6*ii^^ 

:^;uyt^<;k Aoy>'(b$nTViTfc«kii c ,_67;wi/;^;u*x;k fi^ 

S^WbTtiT'bJ:^^ C 6_,4 7U-;UXjl/7^-;k ii%;i/5;i^7$ c ,_6 

15 fi^S^^tbT(.iTt>i;Vi c 6-i47'J-;u-:^7;i/>i?x;i/:t=^^>', c ,_67;i/ 
ty-^fc«v-c ,_6 7;WU-;^;u;t^-rjU:t4^>'(«aj, p^5";i.;<3;i.a^ 

25 ddT, rADyMfcsnTi^iTt)^:^^ c ,_,o7;uD^>'j > rADy> 
MfErADywbsnTJ.^TfcctVi c ,_67;wi/-;^;u^x;i/j*5j;t>'ry\ 
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-7'j;i'; 2-.4-^fc«5-9^7yu;u ; 2-,4-Sfc«5-;j-=^U-yj;i' ; 

10 l-,Z-^fcit 4-hr^\/U;U ; 2-e^v-;i/ ; 2-.4-^fc« 5-tfU5v 
; \-,2-^rz\t 3-biO'j;i/ ; l-.2-^fett ^--i^y^/^jjl ; 3-t 
fc«4-eU5''v:ii;i' ; Z--{V^7V'))l ; S-'i' y^+1tyu;i' ; 1.2,4- 
i^J y-^W- 5 - -< ; 1 , 2, 4 - :t v7 - 3 - ;P : 2 - . 3 - , 4 
-.5-*;t{l UJP : l-.3-.4-,5-.6-.7-^fe« S—f 7^7 'J 

15 l-,2-,3-.4-.5-,6-^fc{i7-<>KU;U; l-.2-.4-^fc«5- 

'^V-r >KU;U: l-.5-^fe«6-7^^i^-;U; 2-,3-Sfc«5-^^y^ 
■y-U-;^; 2-.3-,4-.5-^fc«6-^>y7^n;U ; 2-. 4-. 5- ^fcJi 6 
- > y 5^ 7 7 U ; 1/ ; 1 - . 2 - . 4 - , 5 - S Jt « 6 - ^ > X-r 5 ^* y 'J ;P <i: ;i>^ 

rc 6_i47U-;i'-;^;i'fc;i/j <hLTfi, mxit. ^>V^)W i-i-yh 
^^t-t-s rc 6.,47U-;i/:t=»^v-*;i//}^n;i/j <hUT«, ^JA«7xzi;i/;t- 
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^ rc 6_j,7U-;p-;^;UA'^<;i/j i:tT«. y:t.-)Vti)vn^ 

mU rM1ia^S:WbTl/iTt)ctl/iC6-i47U-;i/-;^7;i/A't'f 

(c*5Jt^ rc e-,47U-;i^-:^;i'nt'f;i/:t=^^i>j tvx\t. m7L\t. 7x 
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ViT'b<fci^C6-,4T'J-;i/;i-^->-:^7Jl//J^n;i.j , m^m^^hx^^^xh 
-;i/-;^7;i/n^'r;uj . rg^s$rWLTViTt)i^i 5 e MiS*ii;^ 
S^WbT^iTfect^u 6-147 'J-;i'-:^7;i//\'^^;p^:^^'>j , m^A^ 

15 tLxm^Lrz^mmifiE>n^o mmm(Dmt. m^it\ u^-^l s 

\tm~X$>-oXh^U':>X^^Xh^l\ 

tr^7'j;k 5^7yu;k -ry5"7v^u;k :t=t^ityu;k -rv^t-^^-ttyu 
;k hf'jv;k fcf^v-;Uv hf'j^v-;k tfUi5^vzi;k ^+-ti-v7yu 
;k 5'7v7\/'j;k 77ifr:;k ^>\/5"x-jk ^>i/77x;k ^> 
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\/'j;k -^-7 h[2,3-b]5^:t7x-;i/. y x. y ^-^^-^^ <>h*'J;k 
-rvoKu;!/, iH-f >^yj;k yj:::;k 4H-=i^y ui^->/u, -ry^^ 
y'j;k 7^^>^::-;i/, -ry^Oi^-)],. ^y^-^'j-ji. 

5 yu:^;i/, v>yu:i;k ;<j;i/A'VU;k /3 -*;i/jJ^U:::;k :7x:f>hU 
>?-;k 7i^Uv:i;k 7x:fv>7xy5"7i?::i;k 7xy++hy-;k 

'j;k tfaUviiJl/. 2-$fcJ13-^5yV'J::i;k 2-;t+-t»-^/'J -;k :t 
+1i-y«j>?-;k 2-^;t{i3-hr^y'J-;k fcf^V'Jv-;k 2-5"7^/U 

Jk 5^;i-^r;U3j>U-;k ^hy\i\^nyy-jimi!)mif^n^o 
15 FTT^flib 10 R^g^ll5l§^«J tLXit. mXit. ^>Li7f) v-;k 7-7 
•tf t*v^ P [2. 2. 1] A^iS^r^P^^C^T&^^frf 

=.)V;2-,Z-t.ft\t 4-trU>;;l/ : Z-y *))\^; 2-, 4- ^r^t 5 

-5"7yu;u;2-,4-^fc«5-:t++>-yu;i': i-,3-$fc«4-e^yj 

2-e-7v-;U ; 2-.4-^fc« 5-eU^vn;i. ; l-.2-^fe« 3-e 
□ U;U ; l-.2-^fc« 4-<$i$^yu;i' ; 3-^^cfi 4-tr'J^v-;i/ ; 3- 
-rV5^7^/U;P: 3--f V^=t^+|-yU;U ; l.2.4-:t+1fv7\/-;i/-5-'r 
1.2.4-:t=^^i^-i;7l/-;U-3-<;U; 2-,3-.4-.5-^;/5:«8-=^^y U 
JU; l-,3-,4-,5-.6-.7-tfett 8--rv4^y "JjU ; i-,2-,3-,4-,5 

-. 6-*fc« 7— f > K u;i/ ; I 2-. 4- *Acn B—r y-r > H u ;u ; 1 -. 5 

6-7^^>?-;|/ ; 2-,3-^fett 5-4^/ ^+t-'J^;P ; 2-. 3-, 4 
-.S-^rzit 6-^>yy^-;i/ ; 2-,3-.4-,5-^fc« 6-^>75"X- 
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;U ; 2-, 4-, 5- trzit 6-^>l/^7VJ 2-, 4-, S-^fctt 6-^ 

>X< $ ^yu;uni:£©5?#J^^il^^« : mxit. 1 - . 3- tra u 

; l-. 2-, 4-Sfctt 5-< 5 iS'VU ; 2-^rc\t 4--r 5 iJ^y u 

5 ^ 'J ; I - 2- e^^^ v'r;!/ ; u y St^w^^si^^^ss 

m mm&^miyT^^xhj:\^^mmmki iz:^^^ ^mmmi ti^xit, 

R'T^^n^ rci_e7;wuj «!:Lt«, p^5^;k x^;k yp 
tf;k -ryyoif;K ^5^;^ 'i'yy5";k sec-:/5";k tert-y^'jk 

^L<(i 1 ^^Ct^L 31@T*§. BtSSit^n i@£^±®«^, #«mS«|iI-' 

□y*>'(b$nTViTt>J:(.iC ,_67;wu-*;uji?-;u 7-ti5";k 
Ay-r;k 2-;<5^;i/yDAy-r;i/, 7*^y-r;k 3-p<5^;i'yi5'y-i';i/. ^> 
^y^;k '\+-!ty'r;i/7^«££) , c ,_67>'Hi+>'-;^;|//J^-;k0o> 
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fi1^a<£rWbT</iTt>cl;ViC7_ig77;U+;i/:t=^^'>-;)(7;U7j^-;P ^> 

y<^;i/x;U7}^xju. yDtf;i/x;UJtNx;i', 7'5';i/x;i//^x;i/fj:<i:) . 
x;i/i^j: £) ; mWkm^m LTViTt)<i:tiC3_6i/^D 7;i/+;i/ - )V^^~)l 

7'Dtr;i/pt5^;i':<7;i/3j?-;k v^oyDtr;i/X5^;i/>!7;i/4?x;k v^d'^v 

Z.Z.X. I'Apyxb^nT^iTfcckt.iC i_67;u^;1'-;^7;P/J^x;L'J. f/n 
□'^^'>'^^:$nT^iTfecl:^u,_67;^+;^;^;^zi^x;^J .hbTtt. -en-e'tiHa 

*tTv^T^ct(riC6_,<,7U-;i'^4^->-;^3;u7i^x;i.j . m^m^mx^x 
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10 m^if 1 T^ct^b 3 mx$>^. mmmm^ i TO±©ii'&> ^M^stiisi-T' 

o T fcMi^i T ViT feet Vi. 

gm$n;fc75 y 5&t^^f ^n. t < : -nr-'-cor', -nr«-coor^ = , 

-NR^-SOzR''^ -NR'-CONR'^R'", -NR''-PO(-OR') -OR'" ^tdil-W' 
16 -POj-R' t^tf^ Rni7Kl^m^*;tttC,_6 7;Wl';R'««(flBR*«i:l^it 

a : R'*«MIB ^"'t.WMm. \ R'^ti R'' tM^^^T] TS$ti^7->;i/7 

R'T^^n^ rc ,_67>'U=^^;i'J tLT«, HulBR'tLX^J^Lfct)©*^^ 

cfcii c e.,,7'J-;i/-;<7;U3i?-;p) -n-c ,_e7;i^+;i/75/ n- 

4-;)< h:^^v^>7'r>'U-N-p^^;i.75y/^<c£) , fi^S^rWLTV^Tt 
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j;iriC 6_,4 7U-;^x;^xl^->l^7^y 4-;>t h^Fv7x-;^x;^)J^- 
TN- (MI^S<£*LTViTfcct^i c 6_,4 7'J-;i'-:^7;i/jj^-ji.) -n-c 
,_67;Wl/75yj , rg^XSr;^LTI/^Tt><kl.i c 7_j97^;wi.-^ 

15 Kj , rffij^S^rWLTViTfecktU 6_,47U~;i'75y-*;i<'j}^-;i/7^ 
fc43tt^ rg^Sj ttxti, MtB rg^S&^LTiiT*>J;(.^c 7_,97^ 

{c^fett-s mm&i tLxm^Ltzhmmii^n^o m^&(D^ 
it. m^iii] fj:i^iy%m. tfi-^v<iti is.\^^L 3mx$>^o g^sicj&«2<s 

Mia r7->;i/:t+'>j <hLT«. H?[fB r7'>;pj imxm^^titz 

;r+v*«^frf^n, Jf^L<«, ^:-0-COR«, -0-COOR\ -0-CONHR\ 
-0-PO(OH)-OR« Sfcti-O-PO 2-R« C^>f . R*«MtBR'<!:|5)ic^<&^T] 

7;i'^;i'-;^j;i/7i^-;u;f^>'(«^ii> 7-feh+'X yp/iy-r;u:t+v. :/^y 
-f ;i/:t+v;jj:<»:), g8l*^^LTiiTfc«tLi c 6-i47'J-;i'-:i!7;P4^:i;i/ 
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A'^<;P:t+v. )Vn^^ )V't^iys ~J :^J-)Vtl 

rMm»^WtTiiTt>cbtiC 6-147 u-;p-;*7;wt^-i';i/:t+vj jc^fett 
r7->;i'-c ,_e7;wi/j , r7v;u75y-c ,.^7)V^}Vi 

20 »^v<\t. /\ny>m^m. yym. mm, ^m. somfi^y. c,_37 
v7y. AD^'Mk^nTtiTtctii c ,_,o7;i/=^;k smss-wtTVix 

ViTt)J;UC i_,o7;Hl^x, tt^S^WL.TViTt)ctliCe_„7'j-;i':*-=t^ 
25 B^SSrWLTl/iT*)«tliC,_,j77;i/+;l':t=^rv. C3_jVi^D7;i/+;U 

-C ,_g7;Wk «j^S^WLTliTt)J:ViC 3_b'>^D7;1/+;P-C ,_t7 

-c,.67;i'3+v, ADy>'ft$nTi>Tt)ckiiC,_,o7;P4^;P5^:t, 7'> 

)V7^J. 7v;U^+->/i<i:T$>§. 
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$e>fc:iifSL<«, /\u^'>m^m. y ym. ^m. ^omfsi^). c 

10 Ar $f^L<«. ^ : Ar^-Ar'- (^4', Ar'(ig^a^l:*LTViT 
fcctU^^X^. Arn*M^S^>frLTliTfect(r^^#^m^^-r) T^^tl 

20 LT«, tdlBAr {c::fet:tSMmS<i:LT«fil^Lfct)©d«^frfen-&. gjilS® 
Ar'T^^nS rgj^XSr;tLTViTt<kti5^#ISSj (hLTtt. illE Ar 
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(»^L<«. 7-fe5^;i.fj:<i:) . APyXb^nT^^TfeJi^i C , 

2 - . 3 - S « 4 - e 7 X - U ; 3 - (I - :h 7 - 1 , 2, 4 - :t4^1t >^ 7 \/- 
;U-5— ; 3- (2-:h75^;l')-I.2,4-;r^1f>?7y-;l.-5— ; 3- 

(2 - ^ > y 7 ^ - - 1 , 2. 4 - :t 7 y-;!/ - 5 - ^ : 3 - 7 X - - 
1, 2, 4-^4^i^-v7\/-;u- 5— r : 3- (2-^>X:r+-tJ-yu ;W - 1, 2, 4- 
v7 - 5 - < JU ; 3 - (3 - K U _ 1 , 2. 4 - ;i-^+h>'7 

)V-^--()V : 3-(2--r>K'j;p)-i.2.4-:t^^iJ-v7y-;i/-5— r;p ; 4 

-7x-;i/5"7y-;i'-2-'f ; 4- (2-^>V7^-;i/)5"7y-;i/-2- 
;i/ ; 4-7x-;i/-1.3-^^ify-;P-5--r;U ; 5-7x-;i/--r 75^7 

- 4 — r ;u ; 5 - 7 X - y-;!/ - 2 - : 4 - (2 - - ;u) 7 
x-;P ; 4- (3-^x-;i.) 7xz:;i. ; 3 - (3 - tf u 7x-;i. : 4 - (3- tf 
•J >^;i/) 7x-;|/ : 6 - 7x->lU-3 - e'J ; 5-7x-;W-l. 3.4-:t-i^^lJ- 

v7^/-;i'-2-'f : 4- (2-:^75";^) 7xx;i. ; 4- (2-^0^7 ^x;w 

7x-;i/:4,4* -x;U7x-;i/; 5-7x-;i/-2-e'Jv;U; 2-7x- 
;i'-5-lf'J$vz:;i.; 4-(4-tf«J v;|.)7x-;P; 2-7xn;i<'-l,3- 
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3 -7xii;i/-'r v^=^itV-;i/-5— r ; 2 -7 u;i/ ; 4- 

(2 - 7 U 7 X n Jl/ : 4 - (3 - 7 U ; W 7 X :n Jl/ ; 4 - (2 - \/^x - ; W 7 

x-;U ; 4-7x-;i/-l-tioiJ v-;U;5:£;&^'^tf e)n-g>. 
5 2-.3-Sfcti4-t'7x-u;i';4-(2-5^x-;u)7x-;i':4-(3-5" 
X-;U)7x-;i/ ; 4-(2-7'J;i/)7x-;i/ ; 4-(3-7U;i')7xX>l|/ ; 6- 

7x-;i/-3-tr'j->*;i'; 5-7x-;i;-2-eu5^;i';4-(2-::J-75";W7 

xx;i/ ; 4-(2-'^>77^-;i/)7xx;i/ ; 4-(2-^>\/5"Xx;i/)7xX 

;k i>'j7;p:tP;<5^;K x^^ji/^ci') . ADywb^nxviX^bcfcti c i_ 

So 

APy>'(b$nTViT'bJ:ViC,_67;i/^;Kiff^t<«v ^5';k hU7;p 
^a>cg^;k x^)Vti.E) , ADy>'(k$nTViTt) J:^.^ c ,_5 7;P=i=t^-> (Kf 
^L<«, hU7;i^:tp/ h^v^^cif) . Apywb^nruT 
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<«ADy>j^Tv Apy>'fb$nTViTt)<fc^i c ,_„7;p=\r;i', ADy> 
■ 'Ik^hTi'iT'b.kVi c i_„7;i/3i^'>;jtt') ^wtxtiT't.kVi c,_„7^;u 
(»^u<«^>>';i/:t=^>') , C3_jv^D7;u^;i/-c ,_,7;i' 
(i?*b<«v^D:^Dtr;u^5^;i.) . g^»<&WLTViTt>J:i.u 3_g 

7'>;i/[$fSL<«Aoy>'fk$nTi^T*)j;ViC j_6 7;Wi'-:^j;i/7}^-;u 
67;wp [$fSL<«ADy>^b$nT^iT'bcfc(^iC ,_67;wp-*;P4? 

20 ;i/p^^;i/fj:<i:) , c 3_6'>^P7;u^r;p-*;i/jj^-;i/-c i_g7;WK«sj, 

)Vti.E) f^E^ , hKD:^v. C i_67;P34^->-C ,_67;Hi=|^-> 

< v;< h + Sx, X H^^vX h^-» . AoyXb^tlTV^T'bJ^Vi C 

y L< «Apy>^b$nTtiT*>ci;ii c i_67;p:^^;u-*;1/7|?^ij-$ h 
ms :/Ptr;u*;P7j^:^^-b-5 h\ 'ry:/Ptr;i/;^3;P4^:^rit^ h\ 
jH^^iJ-5 K;tcf) , giis (if*L:<ttc,_67;i'4^;u-^;i.fc;u-c,_6 
7)V^)V) ^WL.TViTt)ct(<iC6-,47U-;U-;^;|/jJ^=^^-1t$ H ($fSt< 
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lyf^E). :nhD. vT/, Ao^>{b$nTViTt)cJ;v^c ,_,o7;i/=^;k a 

_,4 7U-;i/:t=^ri>. «^S$:WL.TViTt)cfcl.iC7_,j7^;i/=^;i/;f^v. 
»<£:WLTtiTt)ct^i C 3_e->i^P7;WU-C ,_s7;Hi4^>', 7'>;k 7 
>-;i/-C l_6 7;W^;^cj:«^*W^Lli. 

-co-, -so-, -so2-> -NR"»- (R"'«7X*ii^, /\o^'>it^nx\^^x 
t).i;ViC i_,o7;Wk APy>'fb^nTi<iTt>cktiC ,_67;t'=^^;i/-;^;i^3}^ 

j\ny>i\:^nxh^xh^^^ 2 to c i_6#^^^^b7K^SA^^iitfns 1 

0\uy>if^nx\^^xh^\^^ c ,_,o7;mr;H tLTJi, i3t3 

rAay>{b$nTViTt)a:iiC i_e7;Wl.-*;U7|f-;i/j 43<tr; tad 
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o\ny>'(t^nxi^^xhj^i^2m<Dc ,_^4^m^mt7i^m^i tc^tj-^ r2 

m f±l^<Dm^^ 1 L 6 (D7.^-1i— J WSncM t LTfi, 
10 (DC i_67;i/=^^>(««IAJ*. -CH2-. -(CH2)2-, -(CH2)3-. -(CH2) 
4-, -(^2)5-, -(CH2)6-> -CHCH3-. -C(CH3)2-. -(CHCCHg)) 
2-. -(CF2)2-> -(CH 2)2C(CH 3)2-, -(CH 2)3C(CH 3)2-^^:^:) ; 
i2)C i.^7)V'!rZ.Uym?Lit. -CH=CH-> -CH2-CH=CH-. -C(CH3)2 
-CH=CH-, -CH2-CH=CH-CH2-. -CH g-CH 2-CH=CH-, -CH=CH- 
15 CH=CH-. -CH=CH-CH2-CH2-CH2-?^ca:) ; 

mc 2-s7)\^^=^U>m^i-i. -C=C-, -CH2-C=C-> -CH2-C=C- 
CH2-CH2-?'ci:£) ; 

(4) -(CH2)wiO(CH2)w2-> -(CH 2)^, S(CH 2)w2-> 
- (CH 2)wi CO(CH 2)^2 -> - (CH 2)wi SO(CH 2) w2-» 
20 -(CH2)wiS0 2(CH2)w2-» -(CH2)^,NR"'(CH2)w2- : 

^,7)V^U>m^ii. -CH2-. -(CH2)2-, -(CH2)3-. -(CH2)4-?iJ: 
25 -(CH2)wiC0(CH2)^2-^cj:^-r*^. 

Yxm-^n^ mmm^^vx\^^x^^\,^2mo)mi\:y^mm (co sri^o j 
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(1) C ,.^7)V:^\y>(eimt. -CH2-, -(CH2)2-. -(CH2)3-, -(CH 
2)4-. -(CH2)5-. -(CH.2)6-> -CHCCHg)-, -CH(C2H5)-, -C^Hj) 

5 2-^ -(CH(CH3))2-, -(CH2)2 C(CH3)2-. -(CH2)3 C(a{3)2-tiE) ; 

(2) Z 2-^7 )V^-U>m7.\t. -CH=CH-. -CH2-CH=CH-. -C(CH 3) 
2-CH=CH-i -CH 2-CH=CH-CH 2-. -CH 2 -CH V-CH=CH-y-CH=CH 
-CH=CH-, -CH=CH-CH2-CH2-CH2-J'j:<i:) ; 

(3) C 2_67;i/t-^>(^JA«, -C^C-, -CH2-C=C-. -CH2-C=C 
10 -CHz-CHa-T'i.i:) UEi)m\1ibn^, 

1. Z-iy^U^y^V> ] \, 2-->^P'\+S/l/> ; 1, S-v^P'N 
15 +vl/>:l, 4-vi7P'\+'>l/> ; 1, 2-S/;57p^y5^^> ; 1, 3 
-i/i^D'\y5^l/>; 1, 4-->^D^:/5^U>; 3 - P^^^-fe >- 1 , 
4-< U> ; 3 - v^P^^-ii>- 1. 2 — rU>;2. 5 - PA+lJ- 
vx>- 1. 4-'f 1/ ;&^^tfe,tlS . n.t^XhZ ^.^iy'^u7 }V^U> 

YT^^n^ mwsM%^\yX\,^xh^\^^im<D^i\:i^m^ (co^i^o j 
\,zm^ rg^aj tLx\t. m7.w\u^'>m=f-m. y^m. Mm. ^m. 

^^-yt^E). -hP, vjy. /\at^>it^tlXi^Xh^\^^C ,_„7)ln^ 
V. APy>{l:$nTtiTfeJ;<.iC ...oTJWl'^'^f, tHP+v. 75/, 

^y-^fcttv'-c ,_,„7;i'=^^;u7sy> 3^;^5;k ;^;I/jK+v, 
;k =f-:^tt)vn=E^ )v. Apy>'fb$nT(.iTfca;vu ,_67;i/+;1/-;^^;i<'j}? 
c i_6 7;u:3:^>/-;^j;U7}^-;k -^fcttv-c ,_67;u^;i'-^ 
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7)l^)l-t!M:^)V^^'y. c i_67;m=^v-;^;i/3i^-;i';f=t^v', 

5 tfe«->*-c ..^jji^^ji-tijw'^^^jit^iyfjia^imif^n^o cine.© 

I/>T'^^„ T'jlJOiT'b, -CHj-, -CH(CH3)-, -CH(C2H5)-*WSLVi, 

t LT^»j^ L t) ® e> n-s. 

tvxit. m^i<-£. :^^)^. yDfcf;u. <vyDtr;k 

'TVl/f^Jk sec-y'^Jl. tert-:/5^;k ^>5";k 'N+v^U^ft'/Ot 

25 hp, '>7y, Apy>'(i:^nTViTt)<fciiC3_6->i7P7;Wk Apy> 
fb^nTViTt>j:^i c i_„7;m=^^'X Apy>'fk;^fnTiiTfej;Vi c 
7>iu+;i/5^:^-» tKP=^v, 7sy, ^ y -^;tttv-c-,_,o7;p+;u7$y 
(^j. ^5"jP75y, jL9-)V7^j. :/Ptf;u75y, -ry:^p.tr;u75y, 
':rj')V7^j. 'y^^)V7^j. i^x^)i7^y, vy'ptf;P75y, v:/ 
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^)V7^y. Ji^)\^^^)\^7^yf3iE). tfJi^n^-i 

h+v, :/p/t/'f;i/;r+'>;^i:^).c ,.67;pri^i/-:i!j;i/7K-;i/:t^'>(0i|, 

E). mms^^vxi^^xh^i^^i^mmm^E^mifibn^o mmmcDmt. 

20 (Dm-^. ^mmmtw\~x^^xhmtji'ox\^'^xh^\f\ 

z::x. rADy>^b$nT^iTt>J:^i c ,_,o7;ni4^>'j , 0\a^> 

25 rAoy>'fb$nTiiTt)c):^iC3_6->i7D7;i/=t^;i'j . o\n^^>if^n 
x^^xh^i^^c i.^7}V=¥Ji-ti)v^:z)ii , rADy>'fk$nTViTt«kVi 
c ,.6 7;i/=^^;px;i/Ji^;i;i'j , o\ti^>it^nx\^^xh^\^^c ,.^7)i^)i^ 
tLx^t. mm mmm^mLx^^xh^^^^c ,_,^7y 
\z^ify^ mm&i tbxmmLtzhmmi'^'bn^o 
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o 



10 




Ar-X N 

m&m^2mKk±(Dm^. ^m^m\m-'X$>^xhmti.^xi^^x^j:i,\ 
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5 4 




20 R'^jizs^^x^^ti^ mmm^^Lx^^xtJii^^mitTi^mMi tvx 
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h ^ z^tji if) ^ilfitl^ 1 L 3 ffi<Z)M^S^W bT V^T J: C ^ _ 
'^>1i>^«»:JBS^LTliTt)J;Vi3 7:f:^ib 10 M t< 3 ;^cCViU 8 *) 

^;i/7jsU>v ^;i-^:;P7}^ux tr^u>^>. tr^^vx t!aU5^>. 

e'J5v>. 1.4-v7-tfA>. ^7yjv>> <ai$'*yUi^>, ^7°^tH 

20 <o:^mmm^7^>m. i.2,5.6-xh7t:HPtr'jv>, ra^s^v^- 

;k 4.5-vt HP-lH-<5i5^^/-;k 2,3-vb HP-f >F-;i/, 1,2,3,4 
-7" h ^ ti K P4^y >J >> 1. 2. 3. 4-x h 7 b K P-r y +y U t*) J^ct*7&« 

#frf?>n^, u^^xtJiL^-yy. ^;^7j^|J>, b^uv>. b^^>^>, 

bP<Jv>> A,=^^-ttpt5"^>-f a> (7-fef/O) , 1.3-5"7yUv>, IH- 

25 -f5iS^y-;k 4,5-vb HP-iH--r 2.3-vbHP'f >k- 
i,2,3.4-xh7bHp:^^>'U>, i.2,3.4-xh^bKD<y:^y g> 

u^i!)m^L<. tr)t>\>-f. b^u>?>, tr^^>f>. ep'jv>> '^^-tJ- 
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»j \ziiii^ mm&i tLxMT^vtc m^m^^Lx^^xh^^^c 

7y)i^)ii ii^zs m^m^^i^xi^'^xh^i^i^mmm} f)m^^ibn^o 

&m^2mu±<Dm^. ^mmmitm-xh-DXhrnu^xi^^xh^^^^ 
^mmmt: H^L<w\u^>it^'nx\^^xh^\-^ c i_„7;Wi; m 

nx ViT t> ck C3_g V o 7;1'+;K8^* L < « 'y^ u^^i^)\,U ; 
10 :^;WN'^'r;U; ^y-Sfc«v-c i_67;i/=^r;i/-;^;w\'^:-r;i/ (»SL<« 

ADy>'fi:^nTViTt>.tv^Ci_67;wp-;^7;P3j^=^t>-5 K(^ffSL<(i7 

;i/A'^-r;i^^^;k ts)vn=^-( )Vx.'^)V. fi)]/n=^^ )V':fu\f:)Vfi.E) 
-^fc«v-c i_67;i^^;u-;^j;i^A~^-r;u-c ,_67;u^;i/ ($f^b<{i^ 

b 6M?i^S:^>iU4^x;i^-c i_6 7JU+;i' (if ^L<«^;i'5i^«j y ;t»;i/5}^x;i/ 
^'J>'y;«j;i/3i?x;p^5^;k tf^U>'/*;i/j|^x;i/X5";k \i^^)i^jfj)V 
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^h+v-^^ci!) mm&comt. m?iit]u\,^hzm. vf^ 

;i/fj:<i:) *5a;t;^AO>;'>'ffc$nT^iT'feckVU j_67;i<'33+v (Iff^K^, 

h^t^mmmmi it. ^i^L<w\n^yit^nx^^xh^^^ c i-,o7;i/^ 
20 :*;i^A*^:'f;u;^:y-sfc«i?-c,_67;wu-*;PA*^'r;i/ 

E) ■,)\u^yvc-^nx^^xh^^^z ,_^7)v^)V-ti)Vts^^^v^ m^\. 

25 <«7'feh75 Hj^^*) ; tHP=^^v-C,_67;WI<' (»St<«bHP^ 

<\ti])vn=t-( )V^j-)V. ti)vn^^ }VJi=^}v. ti)vn^-( )vzfu\i)vis. 
E) \ ^j-iLtz\ti^-z ,_67;i/+;i'-*;i/A^:<;i/-c mt. 
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'^'J v/*;i'4^x;i/yDt!;P. i-tfPU v-;i':^;i/7|?x;i/>c5^;k i-en'j 
10 -^fc«i^-c,_67;i'=^;p-:^;wt^-r;i/-Ci_67;i'=i^'>(iif*t<fix 

^ly1S.E) fi^^Witn^ I i^V^b 3®©e^S**UTViTt)J;Vi C 7.197 

15 "7)^^)^ (Mi^L<\t^yp)vis.E) f\u^>u=f-mt.\^<\t. yym. 

20 ^^e>iitfn'5 1 3 i@©»^s^-^n^nwLTViTt>iti 3 j&i^b s 
ADyxk^nTiiTfecfci^^ c ,_,o7;u=ir;i^ (i(f^L<«^5^;i', x5^;k 

^n7)\^=¥)V m^L<\tyi7U^:3rzy)UtiE) ; ti Ji^A^-f ; ^ y - ^ 

fe«v-c,_6 7;u+;u-:^;i/A*^r<;u (i(f^L<tt^5^;i.*;uAt<;k x 
^;u*;i/A^-r;k v^^)Vti)vn=^-i )v. 'yx^}vt})vn^-( )vti.E) ;5 
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+;i/-:3!7>ii'A'^-rji.-c i_67;WP (^ff^t<tt/5";u:^;uA^-i';i^pt^;k 

;k )V:tu\f.)WiE) ; 5 ^^tV^L 6M^i^S:^>'^>l^x;^- 

e'^'j':^y;i!j;i'3j^xjux^;k tf'^u>^y:^;i/^x;i/:/Dtr;k i-tfo'jv 
15 . x;p;^;i/4?x;i/7^5^jk i-t:DU>'x;i/;^;i/4^x;ux5^;k i-t!D'Jvx;u 

-c i_67;m^'>(i!?*b<«x5^;u*;i/A-^-f ;uy h^->;^<j:^) ; APy> 
20 _67;ni*>' (»^L<«> :^v^zyis.ii) fi'^i^m\tM\m^\.zmo^m. 

^S?:WUTViTfcJ;ViC7_i97^;i/^F;i/ (»*L<«^>v;i/;5:<!f) :A 

i_67;wi/ {^^L<\t. ^iiW\u^>\\:^nx^^xh^\>^ 
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•D 

nTt^Tfeckt^^C ,_67;W1. m^LKit. y^^Jl^tji^) i^^W\n^>it 

$nTiiT'bJ;iic,_6 7;m+5> ($f*L<n, ^t^h^i^fsia) a^^mitn 

20 fc«6M^S:^«^S« ($f^b<tt7x-;k tfU>»;i^;iJ:<!:) ] ; 

<«> ;<^;k x5^;k 7°Dfcr;k <yyphf;i.) ; ^fc«Apy>ji^ 
25 (»^U<«, ^5^;i'?^j:<i:)*5a:tJfApy>fb$nTliTfcckVU,.67;UrF 

,_,7;U^I/> (0^L<fS-CH 2-, -CH(CH3)-, -CH(C ^H^) 

-) : 



wo 03/035624 



46 



PCT/JP02/11045 



2) Ar*«, : Ar^-Ar'- T^^tl-S^T* 0 , 
Ar' *57xx;k 5 6 M^SJJelt^SS. * 5 Ul^^L 8 M©*^ 

xh^\,^c ,^^7}\^^)i (SffSb<«, ^5";k hU7;i':i-P^5';k x^;u 
^t*) , Any>'fk$nTViTt)<kiiC ,_67;u3^x (jf^Ktt, />h^ 
15 V, hU7;i/^o;t h4^'>nti:) > ADyMb^nTViTfcj;^^ ,_67;u=<^ 

iSn^ I Tit^L/ 3<@0SgiaS:^n^'n*bTliTtekVi7xx;k^fcH5 
20 ^fc\t 6 (Sf ^ L < «7 xx;|/, e U e^Jl'^S: «!:) [Ar' tt, 

nxi^TfeckViC ,_67;W1/ (»*L/<tt, iJcfct^AD^Wb 

^ 1 /'cCt/iL 3{i(7)®1^»?&^n^'n^LTViT'b<tV>7xx;|/. Sfc« 5 * 
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(^ff* L<(i;^j;wN*t-r;i';<^;k ti)vn^^ )vjl^)v. tDvn^-^ )V':fu\f. 

x5";k 'J:f^=^)Vti)vn^-()V':fu\^)v. j.^)V)3)vn^-()v^^}v. x5^ 
;i/;^j;wt^:-r;i/x5^;p, :sL^)Vt})vn^^ )V^u\i)v. i?jL^)Vts)vn=t^ 

7°pe;k fcr^u->V:^;ufc;p^5^;k tr^^'j vy:^7;i/4^-;i/X5';k tr 
'^U vy;^7;i/7}^-;i/:/Ptf;k i-tfPU vn;i/;^j;U7Kr:;i/^5^;k i-tfP'J 
i;x;u;^j;i/7}^x;px^;k i-hTp U v-;u:^;P7i?x;i/yp tr^i'fcCt') ; ^ y 
20 -^fc«v-Ci_67;i/+;i'-;<j;i/A^:i';i.-Ci_67;i'P^->(iff^b<«x 

tiE). Apy>{b$nTliTt)<fcV^Ci_67;WU («^^b<«, p^^Jl^;^^ 
^i/tS-H) ti^^mtn^ 1 7'=cViL3P(Dfi^S^WLTViTt)J;l.iC7_,97 

iSckofAP^yxb^nxv^Tfej^ViC ,_67;up=^^v (»sl<«. 
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Y^C ,.^7)l^ly> (fi^^K«-CH -CH(CH3)-, -CH(C 2H5) 
5 -) : 

ffi C)S1^S $ ?> (C* bX t/iT ct I 

3) Ar;6^ Aoy>m^(0i|, y^m. MM. rft^, S'^^JSia, C ^.gT^U 

T *)ct (.i C 1 _,„7;U3 =^ 5>> BMS^rW LT ViT i Ce_,4 7 U 
M^«^#bTliTt)J;l.U,_,57^;Wl':t=^^v. mmm^^LX\^^Xh<i: 

iU3_e'>i'P7;u4^;u-c,_e7;i/n=l^'>, 7->;k 7S^>ii'-c i_6 7;i/+;i/ 

Ad:<i:) ; APy>"fbSnTViTt>c};Vi Cj_5vi7P7yWU (^if^L<ttvi^ 

;w\'^-r;k v'x^;p;<3;i/A't'f ; 5 /cCV^L 6 mmmmij m 
^it. ^;i'A^'jy:<?;i/4^x;k e'^'J>-V;^;P7t^xjk i-ep'j xx;u;^j;i/ 
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($f^L<«;^};mt<;i//5';k ti)vn^-( )V:l'^)V. ti)vn^^ )V:fu\d 

5 i:) ; t / - S V - C , _ 6 7 - ;^ ;|. A'^ < ;U - C , _ 6 7;P4^;KJf 

)Vti)Vn^-^ }VJL=^)V^ x5^;i/;^7;i/A*^-r;U7'otf;k vx^;i.^;i/A^-f 
10 ;i/p^5^;k vx5^;u:^j;UA'^<ji/x^ju. >^x5^;|/;^7;1/A^<;P7°d t°;u;^j: 

ypt?;k e^u vy;<7;i'fc;u/5";k tr^^u vV*;ujKx;wx5^jk hf 

- v-c 1 _ 6 7; wi/- ;^j;i/A*^^ c , _ 6 7;u=i 4^ ^ L < «x 

*5cbtXy\py*>'fb$nTViTt)ci;(.U i_67;un+v m^L<\t. 
Y*U ,_e7;i/4^k> (»^L<^i-CH 2-. -CH(CH3)-. -CHCC^H^) 
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-) ; 

2 A) Ar*^, S:Ar^-Ar'- T^^n-SST^O, 

7xx;k 5 6 M^mmmmmm (fi^*L< «k!u vvi^) * fc« s 

Ar'/&V\py>JI^^(iff^U<tt, 7^y3jl, <!:) . AD'ir>-fb$nTti 

Tt)J:lriC i.eT^WU ($?SL<«. h^)y)l^n^^)l^ jl^jv 

7xx;k :^75";k 5 6 (^FfSL<«5^xx;k 7 
<tt^>v^5"xx;k '^>y7 7x;u) ; 
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($f^L<«7-t h75 hVj:*!:) ; t Ka^^v-C i_67;WU (ifiF^t<« 
t:HP^>'^^;k t HD+'>x^;i/;^j:df) ; ;<7;UA*^-i';u-c i_6 7;i/=it^;i/ 
10 (^ff^L<{t;^;i/A^>f;u/5";k ti)vn=t^ )VjL^)]y^ ti)vn^^ )i^u\d 
^i/^cc <!:') ; ^ y - ^ V - c 1 _ 6 7; - :tf ;i/ A'^ ;u- c J _ 6 7;i/+;K$^ 
^L<fiy5";i/:^7;i/A'^'f ;i.pc^;k 

;p;<7;i//\*t-r;ux5^;k x5^;i/:^;i.At'r;u:/Dtf;i'> >^x5^;p;^;w\'^:-r 
;p^^;k vx5^;i/:^;PA^-r;i/X5^;i/, V:L^)Vts)vn=E^ )Vfu}^Mi. 
E) ; ST^ci^iL 6Mii^^*;u4^x;i'-c ,_6 7;u+;i/ («^^t<«*;i/5iNU 

:/Pkr;k tf'^U vy;^7;i/i}^x;i/p^5';k tf^u>'y;>!j;U7l^x;i/x^;k e 
^>Jxy:tr;i/7j?x;u:/De;k i-ep'j>'x;i/:t>;ujj^x;i/^5=-;k i-ep'j 
vx;i.;*7;P4^x;i.x^;k i-tfp 'j>'x;u:^;i.7Kx;i/:fptf;i/;5:<h*) : 
- ^fe«v-c 1 _ 6 7; wi/-;^7;PA^ -f )v-c , _6 7;i'P+ V (jfft t < «x 

7^f^), ApyMb^nxviTfecfciiC i_67;i^^;u ($?^l<(1. y5";ufc!: 
if) *5J;D^Apy>-fb$nTtiT'bJ;vu ,_67;i'3=^^v m^h<\t. ^ V 
^z/1S.E) f)^^m\^tl^ 1 ?a:tiL3ffl©Sj^S*WtTViT'b<fc(.iC7_,97 

mMfnE). Apy>{b$nTtiTt)<fci.iC ,_67;wi/ (ifFSL<«, 
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M (ifftL<«7x-;u) ; ?5i^ji(fns 1 3 i@©e«i«*^n-e 

5 5^:tt U » ^J^fiKL ; 

Y^U ,_^7)]^=¥U> (0^b<«-CH2-. -CHCCHj)-, -CH(C 2H5) 
- ) 

15 3 A) Ar )\u^'yM^m. yyM. mm.^m. B^mitE). c 
7)Vn^y m. ^>^v> xK+->, ypTj^^v, :/h+v, -ry^h^^ 

^*>0T, AP^r*>fk$nTtiTt)ctVi C ,_,^7)V^)\^. AP^^-fb^tlT 
l'iTt>=bt.>C ,_,«7;Hi^x/cC£) $:WLT^iTt>ct</i C,_,j7^;P=l^;i':t^ 
(»^L<tt^>v;l/;t=^rv') . C3_5->^P7;WU-C i_e7;WI/ 
25 ^L<«vi:7D7°Ptf;i/^^;i/) . e^S$^LTtiTt)<kliC3_5V^P7 

;wp-c , _57;m L < p yp h=t^s/) , 7'>;u [^f? 
SL<«AP^r>{b$nTiiTfcct;ViC ,_67;wi/-;itj;ufc;i/ (^j, 
^y<;k '\^iJ-/'r;p?5:£) » Apyxb^nxoiX'bJiiric i_67;i/+;i/ 
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c 6 - 1 4 7 u - - c , .g T^u^;!' m. ^>v-( )V ^ ^jvts. a) . 

15 MI^S m^VKitC ,.^7)V=¥^-ti)Vt--)V-C ,_^7)U=¥)\^) $#LT 

[$f^L<«c ,_67;wi/-;^ji'jj^x;i/:t^x(«sj, ^pav-t 

20 ■€-n^n^LTViTt)d;Vi, 

7xx;k 5 6 m^mmmmmm m^L<it\i^j-j)V) . ^r^t 5 

XA^ig-^^. C ,_6 7;i/^rl/>^fc«-(CH2)wiC0(CH2)^2- (wl fcctU^ 
. w2 ttO;^j:liL5(Og^$, wl +w2 ;0^'O T^f^^^L 5 ^^t") T^D : 
25 R '^ckU^R^d^. gl^f'Sg^Iii^.h^^lc. APy>{b$nTliTfeJ;ViC 

,_,o7JU=^^;i/ ($f^L<tt/5';k x5^;k ype;k 7'5^;k <y:/5^;i. 
; Apy>'fb$nTViTt)j;Vi Cj_e'>i'P7;P4^;i' (iffSL<«v^ 
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Atf, =t}Vt-uyi3)vt^r.}i, if^UvyAJUjJ^-Jk i-trauvn;!/*;!/ 

JUfi £) ; ^: / - * ttv^ - C , _ 6 7 )V-Z ^_^7 )V^)Vm 

;u^5^;k vx5^;i';^;w\'^'i';i/X5";k vx5^;u;^j;UA'^-f ^-/ae^UT^c 

<J:) ; 5;^j:ViL6ftm^S:*»;UJi^x;|/-C ,_6 7;Wi' (iff S L< H^;l/7f;U 

^>J vy:^j;i/7j^x;i/:/ptf;i/, i-trDij>?x;u:^7;u4^x;i';<5^;k i-trnu 
vx;^;^3;^7^;x;^x^;^, i-tfa u vx;i.:^j;P7}^x;i.yoe;p;:f£) ; ^ y 
- ^ fc - c , _ 6 7;i^+;i/ - :^ A'^ ;i/ - c , _ 6 7 ;u □ 4^ -x^ff s t < «x 

20 AD^Wb^nxv^TfeckViC ,_s7;WI/ (i(fSL<tt. ^^^^PtS: 

£•) *5<kt^Aoy>{bsnTViT'b<ttiC,_,7;u3=^^'> (»tb<«, 

d^e>ii«n'5 1 fj:ViL/ 3<il©fi^«$:WL.TViT'b<kliC7_,97 

^i^T^cCi*), ADy>'fb$tiTViT*)j;t.iC ,_67;i'4^;i/ ($f^L<«. 

25 ;i//j:c!:) :feJ;t^ADyMb$nTliT'bJ;V^C ,_67;i'3=^'> (iif^L<«. 
SIS (»*t<«7xn;U) ; Ifi^mitti^ 1 /.cliU 3<B(Dg|ftS$-en-? 
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YmC ,_^7)l^U> (»^L<{i-CH 2-. -CH(CH3)-, -CH(C 2H5) 

-) : 



4) 4'-7;i/:ta-N-[8-^^;i/-3-(l- tiD U y • j - 

;P][lJ'-t:7x-;H-4-;^;i'4^4^i^-5 H (^liS^J#^ : 19) ; 
N-[6- 7;l/:t P -3- (I - fcf a u v:i>iu >^ ^)l)-7-^ J U n;i']-4' - >t h ^ V 
[l.r-h*7x-;i/]-4-;«7;Pj}^^-tJ-$ K (HilW^rBS) : 
15 6- (4-^ h=^i/7x:::;i')-N-[8-^5';i/-3-(i-tfoU >?r:;i/p^5";W-7-:1r/ U 
-;H-n5^>7SH (IIMM#^ : 96) ; 

3- 7 ;i/:t p-4' h ^ v-N- 5';W3- (1- e p U ^ 5^;i/) -7-+ / u 

-)H[i,r-t'7xi:;n-4-;?7;i/j}^^F+i-5 H mm.m%^•.\^r) 

4- (->>7 pT'p tf;i/^ h=^^v)-N-[8-^5^;i/-3-(i-tf P u i^-;i/^5";i/)-7-:^ 
20 y U >X7 5 K (Il3fi«a|#^ : 297) ; 

N- [3- (1 - 7 -tf /t - ;i/ ^;i/) -8- ^ 5";i/-7-^ y u -;n -4- (2- :t 4^ y ^ > 5^ 
;U)^>X75 K : 315) ; ^fcitCtli^^m. 

{b^ti (I) timr$>^m'^. z-o^vfi^tLx^t. m^\i. mmm& 
25 t<Dm. 7>=t=i^Am. ^mm&t(Dm. mmmto^. ^mmt(Dm. 

>^£©7;i/*U^Sig; ;tr;US/'^AiS, -^if^iy'^Am. n'}^hWs.E<D 



10 
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h'JXi$'y-;|/T5>, vv^D^+XvU/TSX N.N-vJ'^>v;i/X5'k> 

m. ')>muEt<Dmmi^n^c 

tmmt(DmmmumtLx\t. mkit. ^m. mm. h^)y)v^aWF 
m. y-^jim. i^^^m. m^m. tw>s^> ^x>m. 3/\^m. o> 
zim. ^i^>x;pjj^>i!. ^>'\f>7.)\^t^>m. i>-h)VJi>7.)VTi^>muii 

m^it. 77./'%'7^>m. ^)\^^2.>mtjiat<Dmibm\>f^n^. 
15 m ii) ^t. m^tmm^^t^m^. 7)vti ^j^mmm^nt. i-h^j^j^ 

\K ^fz. it^^ ( I ) it. ^s^-^tm^^t^m^. mmm. mmm.. 
*j>mm. ^ityi^mmmiiz(Dmmm;^rcimmm. -^u^ymm. 

>mm. m^mmu^mmmr$>^xt^\r\ 

25 ^tlTViTtiVi. 

^b^ti ( I ) tLwm'itw. ^mm^w. 

mt^^'^izit. cti6t)<b^fe (I) tLx^m-^Mtth\z. 
»]©^fi)c¥^, ^m^m\z^Ki^n^n^M.^tLxn^^tfi^x^^, m 
\t%m (I) \z%^m'&mm&^m'^\z\t. mt^m^ib^u^ 
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"^mizu o xyt^^mt ^zt\z^r) yt^m^w . 

^■ts,wt^^mmjiit^mmxit. (+)-T>7^;pm> (-)-t>x;i. 

^^-fr, ^n^mnn^^^Hm\z^-:>x^mh. mm\z^K>. ^liajiu^mx 

15 j^mt^ism. m^^trnwifu-^ h^fyy^-cDm-t. ENAMTio-ovM(h-v 
mmm^ii. ^^y->/k -f y7°o/iy-jk 7-feh-hu;k 

h^77^-OJi'&. CP-Chirasil-DeX CUi^-XJVDr^ X>7.^m)U^ 

mit^^t^^mmimmmm^it. mtpa [a-pch+v-a-(i>'j:7;i/ 
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10 mizj^^KJt^\zj:ioi\:^^ ( I ) {i^mr^^b^t;, rut)-^mmmzmi\:. 

15 77-;Hb,'^>5^;P75y;^7;i/i}^-;Kt, (5-^^;u-2-:t+y-i. 

it-^ntcit^mtaa] Mb^ti (D ©7ms;J)^'7>';Hb, 7;u^;Hb, o 
^i?<b. e^i?^b^tifc^b^#i -fb^tj (i) oim^t^T^Lj-Mt. 
20 h-f ;Hb> ypA/'T^Hb, tfA*p^;Hb, iJ-^>'-;Kb, 7-7'J;p 

{b. 7^-;Hb, v^^;P75y;^5^;i*;pj}^-;p^b^nfc:<b^ti?^j:a ; 
fb^#i (I) ©:*;U!j^4^->;pX)5tx7>x;Hb. 7^ Kfb^nfefb^ti [^y, 
fb^ti (I) <D*;U7K=t^v;i/S*tx^;i/X7.x;Kb. 7xx;i.x7>x;Kb, 
;^;i/4^^'>><5";i'XXx;Wb, v;<5^;P75 y p^5";uxxx;Hb> eAa-r 

7:5"; v;i'XX7^;Hb, (5-;t5";i/-2 -:t^y- i, 3-v^^yu> 
^5^;px;^x;Hb, ->i7D'\^>';i/:t+v:i!j;U7j^x;i/x5^;ux 
xx;wb> ^5^;i/75 hMb$nfc<b^ife;a:£] 7^j:<i:*«#tf e»ns. ^n^o 
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10 TIB© tKig}*!] tjii^^L [mmm4] \z^i,^x. 7;m^;wi:sj5&, m 

f}-y^ 77>^'>3:^;i^ ^JU-::^ :/U'/tW-'>3>X (ORGAN 
15 IC FUNCTIONAL GROUP P RE P AR AT I ONS) ^ 
2fSL. 7tly^^y^':fU7.^ (ACADEMl C PRESS. INC.) 
1 9 8 9^TiJ ; n>yj^>v-7' • ■t-i1:^y^ • h ^ >7>7;t-^"V3 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

\z $im(D:^m^ anim tf e n 5 « 

20 U^. SkTOit'^mo'^^. 'fb'&tid), (la), (lb), (Ic), (III), (Ilia), 

(iiib), ilm)ii^zs(lui)\t^^mit^mx$>^> 
25 (7=h*^bsiro 




(I) 
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10 i-x^;p-3-(3-v^9^;i/7 5/:/Dtf;u);^;i'3i^v-r 5 F :®^ii(wsc) 

u ;p) . 7s mmmin^ u < « dmf) , /\ay>'{[:m^t7mj^mmm^ v 
<iitp^nu;^^». x-y')\.j^mm iBt. L < « THF) .Hd^^frf ^n§. 

25 2) mxit. 7)\^:^^j^m^rcit7)\^ti')±m^mMmim m. T^m 

iti-h^J^A. T^WtittfO'^A. Ti^mt^J^^A. 7Xi?^bA''J'>A;Ji:<i:) . 

7}iti'j^mt.it\t7)vtio±m^m(o^mm m. mm-rh^j^h. mm 
iiooA. mwtM'y^pAtji^) . 7)\^tiv^im^ftit7)\^ti^)±m^m<Dm 
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C5. 4. 0) Oyy^X- 7-X».DBN(l, 5 -vTift'x^D [4. 
-5. " 

mxit 10 /.ci^L 24 fltrBiT'^-So 

<7)^b^!^(III)<i:<£:, ^«tt^ii4'T'^^$-B--l>o '^S^WizmC. 1 10 
,o7'J-;U-;^;i/i}^>^SAc(iC ,_67;Wl.^®?i:©i?4S7jcti;/ia, 
m rm^*<5rWtTtiTt>cfcVi7xy-;i/j t^tt-S rg^gj <J:LT«. 
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mm. j^mmwmm. - h'))ij^mm. t^k^w. "rhy^mm. 

^g-&LTfflViTt)<tli, 7-feh-h'J;k THF, vi^PD/^ 

> / ^7 D □ 7Jn;u ^ bVi. 

mn 5 4)-FB^;^j:Vi L 40 mm. B^L<iti fs:\^^ L 18 mmx'$>^o 

15 m^i. -fk^tldO^, J. Org. Lett. vol. 2. p879 (2000) ; Tetrahedron, 
vol. 56, P8661 (2000) ; EP-A0006735 ; Wjk^ 1 - 3 0 8 2 O^tCfBa©;^ 

MM-&2^(iii)«, mxit^ 




Y— N 
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fc;KR ^h^U:^M-)\^. xh+>^:<7;U3j<-;k ieT[-':fh=¥'yti}\^ 

X5^;i/'>ij;k v^5^;P7x-;i/->ij;k tert-7'5^;u>?^5=';i/vij;k tert 

fiE) ^fc«X h Pnci'T-M^^nT^^T*) cfcl^o 

<Dmmm\t. iY.'^m{uu)\zm.x. mn \ ts,\,^iy loo $f^L<« i 
Kimmt. o. 5 mf^m^ l 48 strei * k « 1 mmt^i,^ l 24 1^ 

^itiit 2oot:, »^t<«ot:fcC(.ii. ioot:(ciijtT-&c:<J:icJ:-pT=tfft>n 

^. 'fb^#>(IlIa){C^tLT. iia 1 100 

^ U < 1 L 40 aSTab^, 

(Ilia) ^mmM7t^^s\zm d i cfc o T =bfTbn-i>. 
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Y— L 



W. 



(nib) 

5 



T*)^tu 6-io7U-;ux;i'3j^n;i':t^>'j (DMWmiibxit. ^>-t*>x 
;i/7^-;i/:t+v, p- h;i.x>z;Uz^r:;i/:t=^^>', i -:^7^^>;^;^*— 
^ raaii^j }t. tff-^b<\t. /\ny>m^ m. mm. ^m. s^mu 



HN 
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N-v'/^^P/^Jl'ATS H (DMF) , 7'feh>, x^/-;k tfUv>7a: 
{b^<fe(IV)©M»«, -fb^i^dllWH^L, ii^. 1 ^Mt^V^L 100 ^« 

Kmumt. m-^m- 2 o"C7^j:ViL 2 0 or. tff-^L<\-i.mi^u^^L loot: 
x$>^o KftMrmt. mA.\tm Q.^mmu^^LiBx$>^o 

7Km^b;^U'^A, ^STTK^i-hU'^^A. ^^7K*:^U't7A, hUx^;i/75 
TjCV^UlOO^S. ?FSb<H 1 T^tl^U 10 ^*T^-5„ 



25 L*v\Dywfc$nTiiTt),fcVi c ,_67;i'+;i/x;u*-;u;e-+'>sfcn 




Y— OH 
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^^<«> ^mmwi^m. =-h^))imm^ 7^\^^mm. yv>f^mm. x 
10 jit^^i^i^^mmuii^mi^ri^ 

BLj^mm\t. Jim 0. 1 BtrsmiiU 48 $?*u< « 1 t^^^L 24 mmx$, 

L D y >M^^T* (1 1 1 b) 'fk'&ii^ (1 1 1 h) S:^^© A D y > 

20 fiTt3lft>ns, ^mmt.\^X\t. mfL\t. ±fB^l:'&#J(IIlh)^:7.;U5^n>iU 

R)mm\t. iim 0. 1 MfjiuL 48 i^PbI, iff « 1 fctviL 24 nmx$> 

25 
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Ya-CO-R 
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TffliiTt)<tVi„ tj:f)^-ch. x^y-;k mmtjiEi!)mt.L\,\ 

s^gjut^tt. mn 5 ^ahrB^i^vit 40 ma^ B^v<itiu\,^v 24 i^p^t^s, 

■/imf^n^o mommmii. ii^ 0. 01 ^st^^^ l 0. 1 mm. 

^mk(Dm'^. 31^0.01 mmui^Lm'^mx'$>^o t.rc. ^mm^mi^^^ 

15 it, 'fl:^ti(iiic)fc:^^nsN-(3->j^;i/$;i/-7-^y Ur:;u)7-lrh75 Ktt, 

v>-fe>'X, P1351 (2001) fi^\zmw.<Difmz^Kimm'r^^tf)^x^^. 
it^^{u\c)it, mmit^m(i]ih)^{ikn\(DmitKm\zi^tz.t\z^^x 
hmmt^cti)^x^^. mitKJt^it. m^itmitm^m^^xntDti^o m 
mmti^xit. m^it-mit-^yifsy, ^uam. mmmm> mtm. m 

^fc, it'^m (I I Ic) it. W^OXXf-Mt-^^ (I I Id) 7&> e. , Gr ignard Um. 

i^7)\^^)vm')^'y2^t^^<D^wt^m^m^m\^^^<Lk^<Dijmiz^omi^-r 

^:ithX't^o 

25 

it^miuwit. ^ 
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10 




Ya-COO-R 



9 



15 



R- (Hid) 

Ya*«jg^#T*^^b'&tJ(IIId) it. #18 2001-139555 fj:£tE$!i®;^fe{C 

m7^\t. ':fu^OJ-^-^ ^^)l--:rx ->>-fevX 
(Protective Groups in Organic Synthesis), John Wiley and Sons T(J(1980) 

\z%m.(D-)3mtiE\,zm\:'xnoz.tii^xt^o 



20 



\t^m (I) \t. mx.mt'^mnw) tit'^mm t^Km-^'^^^tiz 




Y— L 



(IV) 



(I) 



Ar-X N ^ N 
R" (IHj) 

\.%^oumtwmtmM.m^^-t] 
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^^*S*«*^S;^S!K7^y»T^^t)0*^fflVif>n-5. ::zx. t^^^m 

i^d Ilk) <i: 1 T^ci:^.^ L 5 ^S(Jf t L < « 1 T^cViL 1. 5 ^ft) (Z)<b-&i^(I la) t^^, 
20 TKKTb^hU'^^A, TKiflk^U-^A, i^^*^:fh'J'^A, ^S?*^:*? U 
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5 MF> 7-feh>, x^/-;k tf'J v>fci:i*;{>^*$fSLli. 

hUIB L fc^b^ t> (I I a) :fe <fc mt'&i^ ( 1 1 1 k) , i J; D SSIigT 

10 

^ ( I ) {CfeViT Ar : Ar ^-Ar (^4^, Ar ''«Mm«$rW 

it'tm (I b) \t. m^iiTm7')-)\^tiyfu>i/s.miz^'oxmmt^ 

15 Clil'foTtS. 

(7U--;P*<yyu>ySf£:) 




K4>, L Hit KP^v$>^Vi(i C i_67;m=^^v$: ; L Hi/NDy>($f ^ 
Ar»-C^$n^ r@jiS^*LTtiTt)a:Vi^#;KSj tLT«, «(Fl3Ar 



wo 03/035624 



72 



PCT/JP02/11045 



(I b) {C*5ViT, <hOt)tj-, kx^iiiiXf-Kx <»:t){ca^*^ 

7.ijyi/i-\i7 (Acta. Chemica Scandinavia) , 221-230 199 

M $ it ^ :i t cfc 0 fT t>n S . 
15 ^}'Ohf£EXh^. 

o^mwit. mxmt^m (ic) {c^tlt, s^i^ifii^iui o 

20 7xz:;UJlNX7>f » ny-J^U (0) > @^g?/1^ v':?^, fx (hU7x 

K ^m^^wMm 'fb'&^j do) ic^^UT, iis*<jo. oi 

25 ScViLl^S^ ff^L<(i*t)0. Oinct^^UO. S^MT^^o 

^ia:^j:ViL 1 5 or, ffSL< ttif^S OlC^icliL 1 5 
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-i V y O/t y ter t - ^iS' y ai!)m\^^^ti^, 
10 K07^>(THF), 1.4-i^*:t+ii->. 1. 2- h:^S^XiJ' >nj:^d^'ffi(,i ^tl 

mm r^#;^m^iKj tLT«. «s|^ii, ^yMy. h;ux>. :^^>'i/x 
MIB r^YbTK^m^j^j iLTfi, ^+it>, ^y^y. y^u 

20 mrIB r^rh>3^^|SEj tLT«v 7-fehX ^^;Ux5";U'Jr N> 

m%^^7s)\^it^^y Y^m%\ t lt«. -y^^)V7.)Vt^^y k (dmso) 
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^)vm. ^yzy)VUE). 7x-;i/. hU5^;k v'j;k^j. hu/^;i/'>'j 
u;k tert-::^5^;k:^x5";i/vu;i';'j:t*), c 2.^7)V^-)vm. i-7U;u 

15 :i:^> B'Omti.E). C ,_6 7;i/3=^ri>(««l> h=^'X Xh^S^, 

:/D7H+~>;^j:i*) Sfc«x h P^^fifTg^^nTV^TfeckV^ 

5=-;k 7°Pif;k -ry7°ptf;i/, 7'5";i/. ten-T'^^jp^ci*), 7xx;k h 
•^M~)vm. 7-fe^;k ype:tx;k^£), /^^>y-r;k c 7_,o7^;u 

^Jl^-:<7;Pfc;i/(^, /^>v;i';^;U4?-;i.j^j:i:) , 2-x h 7 k H p e^x;i/, 
2-xh7k HP7^XJl/, 'y^))Vm. h U /5";i/'>'J;k hUX^;Pv"j 

;k vp<5^;i.7xx;i.i/ij>)i', teri-y5';Pvp^5^;i''>u;i', iert-y5^;i. 

vX5^;|.>-U;U7^ta> C2_6 7>il'^xJKfy. 1-7 •j;i/;^J:£)/j:£;&^'fflVif>n 
3^mts.E). C,_67;WK«a|, pi5";k x^'jk n-yp^jPifi^), c,_ 
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O :t— ->>-fevX (Protective Groups in Organic 
5 Synthesis). Jolin Wi ley and Sons T<J(1980){CieiJ(D::;^fe;i^j:«i:lc2pi;TfT"5 

Lfcd^-^T, :^^mit^mt. m^m<^m^it. yyh. -rox. 

yh. '^7it^. t^yv, r/iJ', »:7v, U-;k t h7:j;£){c^L. MCH 

25 ;i iiT% MCH (c^E-rsj^s-i: LT«. mximmm m. mmmmmm 

(malignant mastocytosis), ^BttJE^ (exogenous obesity), ii-f >v:i 
U ^ttlGjij^ (hyperinsulinar obesity), jg jfiiSH41IE^ (hyperplasmic 
obesity), TM^ttflEil (hypophyseal adiposity), Mlta»ttllE^5g 
(hypoplasmic obesity), ¥t>iM^^MTMii (hypothyroid obesity), H 
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f^TgKtm (hypo t ha I am i c obes i ty) > &^^WS.^& (symp t oma I i c obes i t y) . 
/MBIIE^ (infantile obesity), ±^#11E^ (upper body obesity), 

(alimentary obesity), '[t^igteTttaEfi(hypogonadaI obesity), 
^#ttllG#IM^ (systemic mastocytosis), ¥MttlE^(simple obesity), 
5 tf^'DttM (central obesi ty);^j:£] , ^:ft/LjS5K(hyperphagia), 1fijP$*, 

izmmr ^mmit^mttm ; mm • itm^mmm m, Addison m) , mm 

tzitf^m '. <E>\z\t. m^±<D^mz^^^mmm^^\t^mmm\zhm\^^ 

25 :^^m<Dmmmf^mt. :if^mit^m^> ^tot^^^^i^mmm^mzn 
^•^n^mi^tth\z. ^i$.{i^^(D^miz'^-:>xmmitr^z.t\z^-:>xm 

;i^T% mm^mzn^-^n^mwtLxit. mmm^tLxmmo'^m 



wo 03/035624 



77 



PCT/JP02/11045 



mmm, mmtm. m^m. -^mu ^^m. mmiuEo^mnam^m^^^^ 

(L-HPC) :^j:tWtfe>n^. 

20 n-;k D--7>-H-;k ^mW'OvJk x^y-;k hUXT^y^ 
:f h'J':7A;5:^:3&We>n'5. 

J3^m:^hU':7A. 5'^'j;u7$yyptf^>iE, uy^>. m^>-tf;i'P 

:m«>i?'Jt'x;i/7;m-;k jJ?'Jtfx;i/ep>J H>v ;i!7>i|/7}^4=->^^ 
;i/ir;pp-7.:^hUr:7A»;?c5^;Hr;Pn-7.» t l^a^-y :^^)\^±)Va-x. 
t KP^->x^;Hr;i/P-x, k \^a^i^:fa\d)lt)i^n-7.f3i^<;)m7ii^ 
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mmmtvx\t. m^it. ^)>mm. mm^. mmm. ^jiymmuao 

10 

muiz(DmQm;mm\ &r&mi Mi^aw^j. mmmmu 

ua) . ^u^yh. j^MmuE(D4¥mnmf3iiitLx. mni^^tz\mmn 
mm. mm. w.m. mm^m)iz^±\z^-^-r^::tt^xt^. 

womo.im^L 100 mm%x$>^o 
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-f >7. U >Jgmi4efe#^t LTJi, ««J;l{i tf^ti^U i5'y>Sfe«^®*g m 

KW^U^ymm . l/i:^U4^1t>(Reglixane) (JTT-501), GI- 
2 6 2 5 7 0. ^t-hi^'U^V'XNetoglitazone) (MCC - 5 5 5), YM- 
44 0, DRF-2 5 9 3, BM- 1 3- 1 2 5 8, KRP-2 9 7, R- 
1 1 9 7 0 2, CS-011, FK-614, W99/mi0 iztmoit^^m mPL\t 
15 (E)-4-C4-(5-^5';U-2-7xr;|/-4-:t^+|-yU;U^ h^'y)^>P)i^^^i^ 
-r5y]-4--7x-;HSi?) , 7-1t^'Ji5'-tf-;KTesaglitazar) (AZ-242) , 
U iJ'-tf-;!/ (Ragaglitazar) (NN-622) , BMS-298585, ONO-5816, 
BM-13-1258, LM-4I56, MBX-102, LY-519818, MX-6054, LY-510929 ;5:<i:>*#tf 

x^'J:iK. 55^yU-K (KAD- 1 2 2 9) , J TT- 6 0 8 J5:<!:d^# 
e^yx:*-^ H^JtLTti, hJj^;U=>, y3t;;i.$>, 7x>*Jl/ 
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" " >x 'J >fi, '^(oy'ytf^y \ml ins-i ?ica t^^t 

<>x'j>tc«. M3i^s!> -mm. ^mm. nmmu^ 

^ 3T\^Ui-V>^^i^i^mmtLTi-i, ««JAJfAJ -9 6 7 7. BMS 
-196085. SB-226552> AZ40140> CP-33168 

15 4t£af)mif<^n^o 

iS'-y h ; < ^ UXtJ^-y h : -tf^lx-X^'y h : SNK-8 6 0 ; '/-^^jVUT.^ 
'yh:ARI-509 :AS-3201 UEiAmi^ti^o 

y'uf^ y^i—MC^m^tLX\t. 0iJ^«NGF> LY-33353I 7S:<i:*t^frf 

;k it^^^T^U K, '>D;^i57V-;k iiifp^^^xi^^^x -r^nf^^hK 

X^;k ^-^yj-y (memantine) > fcfTyK'J> (piraagedl ine ; ALT-71 1) , 
WM*«S^* J; tK^<Z)ii JID^ (^!|. NGF. NT-3, BDNF, WOOl/14372 {Cf2«fe(D 
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^ 5 y u )V) -5- [3- (.2-^ X y =^ e» y □ tf :t=i^-tf-y- 

•J /l-tfU^Hi LT«, m^\tt)V^)7.^v ATL-962 JjC^T^t^tf ^tl 
:ftM$iJiltLTtt, mX\t'^VyY—}V. x^J7X7x>7^5>, 

yu;k 7^i^y'j;k (^m) x7-/u;k 'j^yyu;!/. <5iS^yu;k 
'<:h-tf7*'j;k ->^it*y'j;k x^;^7'u;k h^>H^yu;k mm) 

AL 0611. m?-\2\Uiif}mif'btl^o 

yv^y=^)V. ■i)V<'^)V^y, cs-866, miiUEifimiib 
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10 7;U:/^y^A, 7;Uv7-feV^A7^j:^;{>^'#lf?)n'&» 

t^. ^^t^mz$!iL. mm\z^^Lxh^\,^v. mmm^:^\>^xm^Lx 
15 feci; Lie ^fflffl^?f!i©®4-««, Bgfl^±ffl^ie.nTVis^#»{ciprn«i: 

mmmm^i!)m^'^t>^nx\^^n\t^\,K ^(Dj;:z)ts.^^mwitLxit. m 
20 A«> 1) ^^mit^mtmmmmmt^mm\zmmi\:vxn^n^m-(D 

©S4> 4) :!^^mit^mtd^mmmmt^m^ izmmitLxm^ti^ 2m 
25 ©i!^j(DM:^j:5&4iiisST'©iwiB#^a#. 5) :^mMit^mtmmmmmt^ 
izmmitLxn^n^ 2 m(Dmm(Di^fji^^^m^x(DmBm^^\^^x 
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5 uro0^m. mmm^(D r^^sj fjio^ct^^La ot:<&^L, ^mm<D^ 

10 FABMS(pos){i. Mi^i^WSaS^y-tff^CFast Atom Bombardment Mass 
Spectrometry) {C:feltS ( + ) teTlPiJSL/cK«X^^ h;UT'ab-&, 





S 


; i^y^Uy h (singlet) 




d 


: y^rUy h (doublet) 


15 


t 


hV^Uy h (triplet) 




q 


^ 7}i^7'y h (quartet) 




m 


■ '7)V^y'Uy h (mu 1 t i p 1 e t) 




b r 


. 7*P-F (broad) 




J 


ijyzf*) >if^^ (coupling constant) 


20 


Hz 


: '\)Vy (Hertz) 



CDCI3: m^uuit^)Vh 

DMSO-de : fiv?;<5^;^7.;^7^:=^^->K 
DMF : N, N-vp^5^;i/5}s;UA7^ H 
25 DM SO : v;<5";U7.;l/;J>4^xH 

wscD : i-x5";i/-3- (3-v^5^;i/7ay:^Ptr;b) 

WSC : l-X5^;U-3- {Z-i>^^)V7^Jzfu\i)V) 
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•H-NMR :-^nh>mBn.^m 

(ii^7'J-'ft:*CDC 1 ^^X^m^Ltz, ) 

I R : #n®iR;^^^^ h;i/ 

Me : 
5 E t : X5^;P 

HOBt : 1-t Ho^>'- lH-^>\/hU7V-;i/ 

I p E : V y □ t!;wx-x;i' 

DMAP : 4-v^^;P75y tr'J>?> 

*B^SB»tc::feViT> i^S^TSyg^Ji^SrBS^T'^^-r'&Ji^. I UFA 
10 C — I U B Co mm is ion on Biochemical Nome 
n c 1 a t u r e Hct§liig^^^V^«1^5^^{l*5t^^tBffliB§^tcS^X 



DNA 




cDNA 




A 


: 7x-> 


T 


: ^s.y 


G 


: i^7-> 


C 


: 


RNA 


: 'jt^mm 


mRNA 




d ATP 


: x:t^->7x/i^>H'J > 


dTTP 




dGTP 


: x:t^->^*7y v>H'J > 


dCTP 




ATP 


: 7xy-»HU>SE 


EDTA 


: X5^^>>'7^>Egi^m 


SDS 




E I A 
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G 1 y 


: yU'» 




A 1 a 


: 7y=.> 




Va 1 


: ;vj> 




Leu 


: v> 


5 


I 1 e 






S e r 


: •fe'J> 




Th r 






Cy s 


: '^Xv-^> 




Me t 


: ^^;rn> 


10 


G 1 u 


: ^)l^^i>m 




Asp 






L y s 


: 'Jv> 




A r g 


: 7;U^-> 




H i s 


: k7.5^>^> 


15 


Phe 


: 7x-;i/77-> 




Ty r 


: 9^P->> 




Tr p 


: h'jyh77> 




Pro 


: 7°DU> 




A s n 


: 77./^y^> 


20 


Gin. 


: a > 




pG 1 






M e 






E t 


: x^;ux 




Bu 


: 


25 


Ph 






TO 


:5'7V^'Jv>-4 (R) -;«7;i/7i?^lJ-^ K 



T o s : p - h;^x>x;^3^:l;^ 
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CHO : tsJU^Jl^ 

Bz 1 : ^>i^Jl 

ClgBzl : 2, 6-v^DD^>>';i/ 

Bom : ^>i^)l'^^i^^^)\^ 

5 Z : ^>i^A^^zytl)Vt^~)[^ 

Cl-Z : 2-^DO^>v;i/;^-+->;<j;i'7}^-;P 

Br-Z " :'2 -Zfa=E<y>f)l^^^z^tl)l^=.)U 

Boc : t -y h^>';^;U7t?-;U 

DNP : >'r:hD7xy-;i' 

10 T r t : h*J^)U 

Bum : t + 

Fmoc : N- 9-7;i/:tI/-;Up< h + v;^;|/7l^-;i/ 

HOBt : l-tKD + v'^>Xh'J7y-;U 

HOOB t : 3, Ko-3-t KD^>'-4-;i-+y- 

15 1. 2. 3-^>yhU7>>> 

HONB : 1 -kKD + >/-5-y;i/J}^;i/^>-2, 3-i^tl)l 

DCC : N, N' ->''>i:7P'\^v;P;^;U7j^v'r$ h* 



20 ^mmmm(ommm<Dmnmmt. uT<Dmm^^T> 
i ] 

hSLC-l SrZI-K-r5cDNA©Xi7'J-->^{CisgfflUfe'&J5)cDNA ^^^T. 
CSB^^ : 2 3 

hSLC-1 $:3-H-r§cDNA(DX^'J-->i>'(C^^fflUfc^fi£DNA$:^-r. 
25 CSB^iS^ : 3] 

"yyV SLC-1 (D±7^jmm^^t> 
Cffi^J#^:4] 

tcyyh SLC-1 cDNA(D^il«iBa?iJ&^r. 
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yyh SLC-l ^m, CHO mm<D^!7 □->H43tj-§ SLC-ImRNA ©fg^^M^fiiJ^ 
-r^fzl^iZ^miytzV^Zfa-'f (riboprobe) Sr^T. 
(SB^iJ#^:6D 

5 t h SLC-l Sr3- cDNA ;&®t#rSfc«e){C^fflLfc:^fi)cDNA Sr^T. 

r. 

(ga3nj#^: 8:i 
10 k h SLC-l Kt^ cDNA ^:^Sge^J<&^-r. 

h h SLC-l (D^7S/i?gH^J^*-r. 

k h SLC-l (S) HT'5cDNA©Xi^ U-->yiC^sgffl L^fc^^KDNAS:^■r. 

15 tB2?iJ#^ : 1 1 D 

k h SLC-l Kf^cDNAOX^ 'J-::i>^tc:^fflLfc^^DNA$r^f. 

imm^: 1 2] 

t h SLC-l (L) ^n - Kf^ cDNAOXi^ U - ->iJ''{C^ffl Lfc^fiKDNA ^^l". 
CBe«^ : 1 33 

20 k h SLC-l (L)SrH-K-r§cDNA©Xi7 iJ-->^(C^fflL/fe'&^DNAS:^-r. 
CSB^iJ*^: 1 43 

;fek H SLC-l (S) cDNA (O^i^SSE^J^^-r. 
CSE^J#^ : 1 5 3 

25 5' Sai l ^^mmm^m^n. ^tzz' miz spe i mmum^mM-^n 

it k h SLC-l (L) cDNA ©^mSiB^J^S^I". 
(E3FiJ#^: 1 63 

k h SLC-l (S) CHO iffl»<fcy^k h SLC-l (L) CHO mf^(D^^ D-> 

{liDtt-s sLc-iinRNA (D^i^M^m^t^tztbizmmLrz^j^zfa-y 
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1 - 6 T'#e>nfciB^j#^: 9 X'^-^n^m&mm^u- h-t^ dna 

^^tjy^T,^ FtCcfc-SJ^Mfe^^ Escherichia coli DH10B/phSLClL8 

#^305-5466) (DniinmmAMmi^mm^mnm ^nm^mm 

l6-ti>^-{C^K#^FERM BP-6 6 3 2tLX, ¥^11^1^2 
1 B;6ie>;^IRfl^:^ESmi^;ilE+H*IBT2- 1 7-8 5 (M#-t5 3 2-8 
. 6 8 6) 0g*H^A -^S^WIS^r (I FO) fd^ltMl FO 1 6 2 5 4 
10 (hUT^K^nTt^i^. 

N- [3- ( b H □ ^ V ^ -7-+ y U - J W h 7 5 H 




N-(3-7^;i/5;U-7-^/'J:i;i')7-feh7= K (5.68g, 26.5inmol) ©X^/- 
(eOml) >l?!l?^tC7jc^^bxK':>l^::h h U -^A (2.0Ig. SS.Oinniol) ^ orTjJP 

20 i^ifX5^;KCctOi|5»*iLT, ^mit-^m (4.47g) ^#^c. 

'H NMR (DMSO-dt) 6 2. 12 (3H. s). 4.67 (2H. d, J = 5.4 Hz), 5.40 (IH, 
I. J = 5.4 Hz), 7.67 (IH, dd, J = 1.8, 9.0Hz). 7.88 (IH, d, J = 9.0 Hz), 
8.12 (IH. s), 8.39 (IH, s). 8.78 (IH, d, J = 1.8 Hz), 10.27 (IH, s). 

25 N-[3-(^PD^5';i.)-7-+y •JX)l/]7-feh75 K mWt^ 
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Me 



O 

H 




N 



CI 



• HCI 



1 N-[3-(k HD + ->^5';i/)-7-:^^y U -;i,]7-fe h7$ K 

(4.47g, 20.7ininol) ^mit9^:^)l (60idI) IZOVrM^. ^iST 2 ^P^l^ 

5 D)K>*<!:LT> M^k^t! (5.55g) S:#^c. 

'H NMR (CD3OD) 6 2.27 (3H, s). 5.02 (2H. s), 7.82 (IH. dd, J = 1.8, 
9.0 Hz). 8.27 (IH, d, J = 9.0 Hz), 9.03 (IH. d. J = 1.8 Hz), 9.14 (IH, 
s), 9.20 (IH. d, J = 1.8 Hz). 

10 N-{3-[(v^?-;i/75y)p^5";i']-7-:^y U-;i/}7iihT5 K 



mmm 2 rmz n- [3- d □ -i-:^ j u ~m 7-fe h 7 $ k mm 

(200ing. 0.738iDniol) , 'J i^=}')Vy ^ymLm. (eOloig, 7.38iniDol) tWmi^ 
U-^A (1.02g. 7.38inmol) <F>Vi^^)\^its)\^hy (3.5di1) 80"CT 

m (i79nig) ^m^mtvrmz. 

'H NMR (CDCI3) 6 2.24 (3H. s). 2.29 (6H. s). 3.59 (2H. s). 7.73 (IH. 
20 d. J = 8.8 Hz), 7.93-8.09 (4H, m), 8.82 (IH, d. J = 1.8 Hz). 

N- [ (7-7 5 y -3-^ y 'J p( ^Jl.] -N, li-i^^^)V7 5 > 




H 
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##^J 3 X'Wc N- {3- [ ( V 5^;i/7 5 / ) J U •::.M Jir h 7 ^ 

H (179iDg, 0.738ininol) (f^Wm. (Soil) mX,X R 

5^^) {IcfcOIIMbT, Mfb'&tl (87.8ing) ■^mmnhX.xmtz. 
'H NMR (CDClj) (5 2.28 (6H. s), 3.54 (2H, s), 4.06 (2H, br). 6.97 (IH, 
dd. J = 8.7. 1.6 Hz), 7.21 (IH, d. J = 1.6 Hz), 7.59 OH, d, J = 8.7 
10 Hz), 7.89 (IH, d, J = 1.4 Hz), 8.69 (IH, d, J = 1.4 Hz). 

3-(i-trD 'J i^-;p;<5";i/)-7-^y u -ji/75 > 




'H NMR (CD5OD) 6 2.11 (4H, m), 3.40 (4H, m), 4.54 (2H, n), 7.02 (IH, 
d. J = 2.4 Hz), 7.19 OH, dd. J = 9.0. 2.1 Hz). 7.78 OH, d. J = 9.0 
Hz). 8.46 (IH, d. J = 2.4 Hz), 8.74 (IH, d, J = 2. 1 Hz). 
20 ##^J 6 

N-[3-(t HD^->pl^;l')-8-p^5";P-7-^y U-;u]7-ir h75 K 




WO03/03S624 
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N-(3-75y-2-p^^;U7x-;i/)7ilh75 K (l.OOg, 6.09iranol) hl-y:^ 
yy)l:t07^U-h (6.52g, 18.3niinol) 0:L^y-)\, (60inl) 

5 xh^tF07^> (30iDl) 1 M^^m. OOml) H^^iL. 3B$FB^^iaT^ 

rcizm<^^MMmvfc. nenfegtitti^x^y-ju (3011) ii^figfCTK 

MitTi^Om-rh^JOA (461mg, 12.2ininoI) O'CTiP^. ^iST 3 I^PbI^I*^ 
tLX. ^li^b^tl (575mg) ^tf^c. 

'H NMR (DMSO-dg) 6 2.13 (3H, s), 2.62 (3H. s). 4.71 (2H, d, J = 5.4 
Hz). 5.42 (IH, I, J = 5.4 Hz), 7.70 (2H, m), 8.16 (IH, s), 8.85 (IH, 
s), 9.65 (IH, s). 
15 7 

N-[8-pt5^;i/-3-(i-t?a>jvx;P;jt^;u)-7-=^^y >Jx;i.]7-fe h75 h* 



6 x-mc N- [3- ( t h' P + V 5";P) -8-/ 5";i.-7-^^ yj XJU] 7 ir h 7 

20 mmit^m^mtzo 

'H NMR (CDCIj) 6 1.81 (4H, m), 2.29 (3H, s), 2.58 (4H, m), 2.74 (3H, 
s). 3.80 (2H. s). 7.30 (IH, br), 7.65 (IH, d, J = 8.7 Hz), 8.05 (2H, 
m), 8.88 (IH, d, J = 1.8 Hz). 



25 N-[3-(t HD^>'/^;i/)-6-pt h^w-^y 'Jx;i/]7-feh7$ H 
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MeO 



Me 




OH 



1) 2-v^^Jl/75y^5"^>-1.3-t:7. y^n^t) ya/1> 

t'X-7^h^7;U:tnA}^l/- h(39.6g. llliiimol)i^X^y-;U 550diI \zmM 

LTco n^n^mmmz N-(5-7sy-2-^ h:^v7x-;i/)7-t kts h 
5 (lo.og. 55.5iniDoi)$j!iD;i, t&mums ox:x'2 mmmwi^fc, K^m^z^- 
h7tHD77> 27m.im^mm 27501 ^Mx.mux'smmmi^Lrzo 

Vxn^^^ 38. 44g =&#/c, 
10 2) 7Ki^'fl:7]^':7^:hhiJ'^7A (4. 20g, lllminol)^XiS'y-;U 400nincSl^ 

L, ^?^Lfc. ±121) xnrcn^^^^diA4g^Kftmzmx. ^j^Tsi^ 
mmwbfto xiS'y-;i/$MflETS*L^c^, m^\zmmji^)i soomi tia 
fti:fe*S7K 4ooiDi ^i}ux. mL<mwvrz> ^mm^^^vtzm. y^mt^m 

x^miii-^m 7. 08g ^^fe^^H t Lxmtco 

'HNMR (DMSO-dj) 6 2. 19 (3H, s), 3.98 (3H, s), 4.66 (2H, s). 5.43 (IH. 
brs), 7.40 OH, s), 8.06 (IH, d, J=I.OHz), 8.65 (IH. d, J=2.0Hz), 8.70 
(IH, s), 9.38 (IH. s). 
20 ##^J 9 

N-[3-(^PPpC^;i,)-6-^ Ux;i.]7-fe h75 F MM^ 



7^H(7.08g. 28.8iiimol)$rlt<b5^^x;i/ 20ml td^^PL. MUX 6. 



MeO 
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'HNMR (DMSO-dg) 5 2.28 (3H, s), 4.09 (3H, s). 5.12 (2H. s). 7.85 (IH, 

s), 9.01 (IH, s), 9.15 (IH, d, J=2.0Hz), 9.23 (IH, s), 9.96 (IH, s). 
5 ##^J 1 0 



9 mtc N- [3- P D ;< -6- ^ h ^ v-7-+ y U r-M 7 -fe h 7 5 
H m.mm2.Ws. 6.64nioiol)<&DMF 20idI \zmMV> ^H^LtCo R^^m\Zi^ 
10 Ji^JU75.> (3.43inl. 33.20minol)Sr*D;^. 1 4mmmWVrzo RJt^ 

fK(r@^i?X5^;P^lin^. fiS?P:t:^7]c SOml SOml (Dm'^m^-C2mm^L 

'HNMR (CDCIj) 6 1.07 (6H, I. J=7.1Hz), 2.27 (3H, s), 2.56 (4H. q, 
15 J=7. IHz), 3.70 (2H, s), 4.01 (3H, s), 7.04 (IH. s), 7.92 (IH, d, J=1.2Hz), 
8.01 (2H. m), 8.72 (IH, d, J=2.0Hz). 

m^m 1 1 

N-[6-^ h4^->-3-(l-trDU vx;i/^5=-;P)-7-^y 'JXJl/]7irh7^ H 



20 9 Xntc N- [3- i^an;^ -6-^ h ^ J U x;i/] 7-fe h 7 ^ 

'H NMR (CDClj) 6 1.69 (4H. m), 2.27 (3H. s). 2.42 (4H, m), 3.61 (2H, 
s). 4.01 (3H, s), 7.04 (IH, s), 7.90 (IH, d, J=1.2Hz). 8.00 (IH, br s). 




MeO 
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8.01 (IH. s), 8.71 (IH. d. J=2.0Hz). 

mmmi 2 




5 ##0!)9T#fcN-[3-(i'PP^^;0-6-7^ h^v-7-4^y fJziM7±h7B. 

'H NMR (CDClj) 6 1.44 (2H, m), 1.58 (4H, m). 2.27 (3H. s), 2.55 (4H, 
m), 3.76 (2H, s), 4.01 (3H, s). 7.03 (IH. s), 7.93 (IH, d, J=1.5H2), 
10 8.00 (IH. br s), 8.01 (IH. s), 8.73 (IH, d. J=2.2H2). 

mm 1 3 

3- [ (lyJL^JUT = y ) y«j -;i/7 ^ > 

MeO c* 




m^mi or-mtz N-[3-[(>'x^;i/T5y)/5^;i/]-6-^ h^v-7-4^y uri 

15 ;l']7-fe h7$ H (1. 16g, 3.85inmol)<^6^^1gi? 20mn3^j!SL, 1 0 Ot: 

pHioni^gLfe. Rmmi:mmj^^)v loomi rmmL. ^mm^m&Tmm 

810ing$>tlfc, 

20 'H NMR (CDCIj) 6 1.06 (6H, t, J=7.1Hz), 2.55 (4H, q, J=7.1Hz), 3.67 

(2H, s), 3.97 (3H, s). 4.27 (2H. br s), 6.94 (IH, s), 7.22 (IH. s), 7.86 
(IH. d, J=1.7Hz), 8.58 (IH. d. J=2.0Hz). 

p^m 1 4 

6-^ h+i^-3-(i-tfPU vn;i/pC5^;i/)-7-^y U-;U75> 
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MeO 




N 



irmtc N-[6-/ h+->-3-(i-tfo'j 7-+yun 

;W 7-th 75 H (1.28g, 4.28iDinol)^6^^il^ 20nl 1 0 Ot: 

5 pHio(c3i?iPtfe. s;&ig?^s^mx5^;i/ loomi x-mmL. ^mn^m&Tmm 

816ing 

'H NMR (CDClj) 6 1.79 (4H. m), 2.54 (4H, m), 3.72 (2H. s). 3.97 (3H, 
s). 4.28 (2H, br s). 6.94 (IH, s), 7.21 (IH. s). 7.87 (IH. d, J=2.0Hz), 
10 8.60 (IH. d, J=2.0Hz). 
##f J 1 5 

h^$/-3-(i-t°^u>'-;i//5^;u)-7-+y ^jzui^r^y 



##^J1 2T#fcN-[6-;< h4^->-3-(l-fcf^U v-^^9^;U)-7-+/ U-jW 
15 7-feh7a H(1.48g, 4.94minol)2r6^^iii? 20idI M^L. 1 0 0'CT3 
I^PBmJtbfc. MJi&^S:^k?&U4^^7K®?{b:t-hU'^A7K^^^&iD;^, pHlO 

izmmhrcoK^sm^mmx.^)v loomi TttaiL.wtsffi^i^mTiiiffiLfc. 

20 'H NMR (CDClj) 6 1.44 (2H, m). 1.57 (4H. m), 2.41 (4H, m), 3.57 (2H, 
s), 3.98 (3H, s). 4.27 (2H, br s), 6.90 (IH, s), 7.21 (IH. s), 7.84 (IH. 
d, J=1.7Hz), 8.57 (IH. d. 1=2. 2Hz). 

m^mi 6 

N- [6-^ P 0-3- ( k H □ =^ i^^^M -7-+ y U 7-lz h 7 5 H 
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•H NMR (DMSO-dg) 6 2. 1-2 (3H, s), 7.42 (IH. d-, J=8.8Hz), 4.66 (2H. s), 
7.56 (IH, d. J=8.8Hz). 7.94 (IH, s). 9.48 (IH. s), 9.63 (IH. s). 9.81 
(IH, s). 

m^mi 7 

N-[6-i^PD-3-(l-ePU v-JM5^;W-7-^y 'J-;W7-feh7= K 
CI, 




'H NMR (CDCI3) 5 1.81 (4H. n), 2.30 (3H, s), 2.55 (4H, m), 3.77 (2H. 
s), 7.08 (IH, d. J=8.5Hz), 7.80 (IH, br s), 7.82 (IH, s), 7.93 (IH, d. 
15 J=1.2Hz), 8.86 (IH, d, 1=2. 2Hz). 

p^m 1 8 

6-^^ P P -3- (1 - tf P U JPpC -7-=t^ y U ^;i'7 5 > 

Cl^ ^ ^ ^ 




##^sn 7-et#fcN-[6-i^pp-3-(i-brpu v:^;i'^5^;i/)-7-=t^y U-;W7 
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'H NMR (CDCI3) 6 1.80 (4H, m), 2.54 (4H. m), 3.72 (2H, s), 4.42 (2H, 
br s). 7.32 (IH, s). 7.74 (IH. s), 7.85 (IH. m), 8.72 (IH, d, J=2.2Hz). 

^^m 1 9 

N-[3-(i-7-fc:A--;i/pt^;i')-7-:^ry 'Jn;u]7-fe h7S K 




##««J2Tt#e.nfc N-[3-(^aD^5';i/)-7-:^^y >J-;i/]7-feh7^ KSrffl 

'H NMR (CDCI3) 6 1.63 (8H. m), 2.24 (3H, s). 2.66 (4H, m). 3.79 (2H. 
s), 7.28 (IH. s). 7.73 (IH, d, J=8.8Hz), 7.97 (IH, m). 8.08 (IH, s). 
8.49 (IH. br s). 8.86 (IH. m). 
##«aj2 0 

3-(i-7-feV'^-;wpt^;i/)-7-:^-y U-;i/7S> 




^mmi 9Xnft N-[3-(l-7-tfA-Jl/^5";i/)-7-^y >J-;i/]7-th75 K 

'H NMR (CDCI3) 6 1.62 (8H. m). 2.65 (4H, m). 3.74 (2H, s). 4.02 (2H. 

br s). 6.96 (IH, dd. J=2.2, 8.5Hz). 7.20 (IH, d, 1=2. 2Hz). 7.58 (IH. 
d, J=8.5Hz), 7.89 (IH, d, J=1.2Hz), 8.74 (IH, d, J=2.2Hz). 
##«aj2 1 

6-^ 5^;U-3- (1- e a U i^zLj\^:^^}V) -i-^ yj ::i;i/7 5 > 

Me. 




N-(5-7 5 y -2-^ ^)V7^=.)\^) 7-fe h 7 5 H ^ffll^^T, ##«RJ 6 , 2 v 
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'H-NMR (CDCI3) 5 1.72 - 1.82 (4H, m). 2.34 (3H. s). 2.48 - 2. 62 (4H. 
m). 3.71 (2H. s). 4.02 (2H. br). 7.22 (IH. s). 7.44 (IH. s). 7.86 (IH. 
5 s). 8.66 (IH, d, J = 2.1 Hz). 

##^J 2 2 

N- [3- ( D □ ^ -7-:^ J ij - )V\ -4' - 7 ;P:t P [1 , r - b: 7 x - M -4-^ 



10 mmm 4 T# e 4 • - □ -N- [3- (1 - tr □ u ^; W -7-^ y u r 

)i^][UV-\dy±:z)\,]-i-ij)\,t^:3(-^=.\i (550 mg, 1.29 minol) (Dm (6.5 
mL) !i}SI^IIi7DD;^g?x5";U (0. 245 DiL, 2.59minol) ^Jp^, ^iiT4B# 

^ClttCd;^, ^mit-^m (447 mg) 

'H-NMR (DMSO-dP «5 5. 02 (2H. s), 7.34 (IH. d. J = 8.8 Hz). 7.39 (IH. 
d. J = 8.8 Hz). 7.79 - 7.92 (4H, m). 7.99 - 8.05 (2H, m). 8.14 (2H. d. 
I = 8.4 Hz). 8.39 (IH. m). 8.65 (IH. s). 8.93 (IH, d. J = 2.2 Hz). 10.70 
20 (IH. s). 
##0y2 3 

N-[6-7;i/:tn-3-(h KP+v^^;0-7-+y 'Jx;p]7-k h75 K 




CI 




H 
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'H-NMR (DMSO-dj) 6 2.18 (3H. s). 4.69 (2H, d. J = 5. 6 Hz), 5.44 (IH, 
t. J = 5.6 Hz), 7.83 (IH, d, J = 11.8 Hz), 8.15 (IH, s), 8.67 (IH, d, 
5 I = 7.6 Hz), 8.78 (IH. s). 9.98 (IH, s). 
#%^J 2 4 

N- [3- ( ^ □ P> f-;P) -6- 7 P -1-^/ U 7±h72.\i Mfk^ 



##«»I2 3-C#e)nfcN-[6-7;|/:tP-3-(t HP4^'>^5^;U)-7-+y unjn 

'H-NMR (CD3OD) (5 2.33 (3H, s), 5.02 (2H, s), 8.13 (IH, d, J = ll.OHz). 
9.11 (IH, s). 9.22 (IH, d. J = 2.0 Hz), 9.35 (IH. d, J = 6.8 Hz). 
###J 2 5 

16 6- 7 P -3- (1 - fc! P U ^)V) -1-^ / U -;U7 5 > 



!) 2 4 T# ?) tlfc N- [3- ( ^ P □ p< 5"; U) -6- 7 P -7-4=- y U -M 7 -fe 

20 'H-NMR (CDCI3) 6 1.80 (4H, m), 2.52 (4H, m), 3.73 (2H, s), 4.24 (2H, 
br). 7.32 (2H, m), 7.89 (IH, s), 8.69 (IH, d. J = 1.5 Hz). 

2 6 

N-[5-7^/-2-(l-ePU>?^;i.)7x-;i/]-4-yPt^>X7^ H 
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4->^□^:-^f-(2-7;^:tP-5-- hD7j:-;P)^>X75 K(5.00g, U.Tmmol) 
(Dz^A^)VX)Vyi^^y}i (25in!) .^iSCieD Uv^ (6.15ml, 73. Tmmol) 

^5feLfco#6nfcJt^t).)i7ti^(4. 12g, 73.7inmol) tmttl)Vi^Ol^(mmg, 
7.37mmol) ® 85%X^ /-^PtK^^ (180ml) ^ 3 ra»jl9it$-&fc^, St 
-k^-f h^m, ^m^mifSL. 7K<&iDATN-[5-75y-2-(l-trP 
U v-;i/)7x-;U]-4-yo^^>X75 K (S.OOg) 
'H-NMR (DMSO-d,) 6 1.85 (4H, m). 2.91 (4H. m), 4.91 (2H. br). 6.35 (IH. 
d, J = 8.7 Hz). 6.91 (IH, d, J = 8.7 Hz), 7.27 (IH, s), 7.75 (2H, d, 
J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 9.66 (IH. s). 
##^J 2 7 

4-7^Dt-N-[3-5j^;i/5;i/-6-(i-tfDUs^^;u)-7-^y ij-M^>X7^ H 



#%^J 2 6 T# 6 ntz N- [5-7 ^ y -2- (1 - e □ U i^-JP) 7 x " ;W -4-:/0 ^: 

'H-NMR (DMSO-dg) 6 1.91 (4H, m), 3.34 (4H, m), 7.41 (IH, s), 7.78 (2H, 
d, J = 8.4 Hz), 7.99 (2H, d. J = 8.4 Hz), 8.07 ClH. s). 8.72 (IH. s), 
9.00 (IH, d, J = 2.2 Hz). 10.18 (IH. s). 10.34 (IH, s). 
##«»J2 8 

N-(2-7;i':to-3--hD7x:i;i/)7-feh7$ K 
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2-7;i':tD-3-^hPT-'J> (18.2 g, 116 mol) OtfUv>^^ (233 ml) 
iZMA^mm (27.4 mL, 291 mmol) ^iJD^, emmmWLtzo 

^mit^^ (19.2 g) ^ntcc 

•H-NMR (CDCI3) 6 2.30 (3H. s), 7.24-7.34 (IH, m), 7.56-7.70 (IH, br), 
7.72-7.81 (IH. m), 8.64-8.72 (IH. m). 
##«R|2 9 

N-(3-75y-2-7;W:tD7x-;U)T't:h75 H 




##^2 8Tlie>tlfe N-(2-7;p:tD-3--hD7x-jP)7-fe H(18.2 
g. 91.7 mmol) <DJ:9 y-)Vmm (183 ml) 10% A°^v>i7A^^ (1.82 
g) t'y^U^:^iz> (27.9 mL, 275 mmol) ^Mx.. ^m^mT 60 W 21 

#e.nfc^^$:-rv7'pif;i'X-x>'i/{;:.fco«»*tLT, ^M^b-^*^ (14.2 

g) 

'H-NMR (CDClj) 6 2.20 (3H, s). 3.62-3.82 (2H, br). 6.48-6.58 (IH, m). 
6.85-6.94 (IH. m). 7.28 - 7.46 (IH. br). 7.56-7.76 (IH. m). 
##^«J 3 0 

8- 7 □ -3- (1 - tf □ U V - ^)]/) -7-+ y U > 7 5 > 




^%«a|2 9T#?)nfc N-(3-75y-2-7;i/:tn7x-;i/)7-feh75 K^ffl 
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^^x. 0^m6. ##««j2, ##«f!i3, ii^kzs^^mA tmm(Dmf¥^m'A 

'H-NMR (CDCI3) 6 1.80 (4H. m). 2.55 (4H. m). 3.75 (2H. s). 4.11 (2H. 

br). 7.06 (IH. m), 7.40 (IH, d, J = 8.7 Hz). 7.96 (IH, m). 8.80 (IH, 
5 d, J = 2. 1 Hz). 
##«aj3 1 



2-^ hD^m§K pt^;K4.96g. 23.5inmol) (D:^^y-)mm 

10 (5001!) \zim^yi^miti-hV'yA^iQPi. 5 ox:r 2mmmwvrz, 
^^{b^#K4.37g) ^mn^B^tvxmzo 

15 im!,^ : 224-226^: 

'H-NMR (CDCI3) 6 4.02 (3H. s), 7. 25-7. 34 (IH, m). 7.91 (IH, ddd. J = 
0.6. 1.8. 8.0 Hz), 8.10 (IH. ddd, J =0.8. 1.8, 8.4 Hz). 
3 2 

4-:/oqE-N-(2-^ h^zy-z-~huyx.-)\,)^>X7S. h* 



##«aj3 1T^l^nfc2-^h=^r'>-3-nhDSmSSt (9.25g, 46.9iniDol) (0 
terl-y^/-;U^^ (350inl) \Zh^J:L^)U7S.> (9.9id1, 70.35pol)ts; 

7x-;u'j>K7i^K (11.2IDI. 5i.6innioi) $:jDA, ^mmmmmmLrco m 




OMe 



20 
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mx^)l) T'ISML, BW<b^tl*i?7x-;UU>i?7vH©Jg^tl (13. Og) 

(loomi) sriiDA, 5 ox:r2mrmwvfco mEEmmv. ^ctci^m^ 

5 (ISOml) {3 4-7'oq£^>y-f;i.^DU H (lO.Og, 45.8minol) ^JdA. tKJ^ 
T-eN'JX5";|/75> (17.5ID1. 125iiiinol) <&?iTL, ^iatr4I^FBlffiJ^Lfe. 

10 fc. 

'H-NMR (CDCI3) (5 3.99 (3H, s), 7.24-7.33 (IH. m), 7.64-7.79 (5H. m). 
8.53 (IH, br) 8.78 (IH, dd. J = 1.8, 8.4 Hz). 
m.^ : 162-1S3X: 

m^m 3 3 

15 N-(3-75 h + '>7xX;W-4-:/Dt^>X75 K 




##^J3 2Tt#bnfc4-yDt-N-(2-^ h + 5/-3-- hD7i^;i^)^>X7 
(14.2Ig, 40.5ininol) ® 90% X^ / -jl'TK^^K (440mi) HjItc^ 
(11. 3g, 20.3minol). i^-ffci^iPv"^ A (2.25g. 20.3ininol) ?^1)D;1, 1 0 Or 

20 x'4mmmwLrco m^-t^^ h^mv. Xi$^y-;i/T55fe?^^, 

'H-NMR (CDCI3) 6 3.76-3.82 (5H. m). 6.54 (IH, dd, J = 1.2, 7.8 Hz), 

25 6.94-6.99 (IH, m), 7. 62-7.65 (2H, m). 7.73-7.77 (2H, m), 7.82 (IH. dd, 
J = 1.5, 8.4 Hz), 8.37 (IH, br). 
gi,^: 111-112'C 
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'H-NMR (DMSO-dj) 5 4. 11 (3H, s). 4.73 (2H. d. J = 5.7 Hz), 5.48 (IH, 
t, J = 5.4Hz), 7.71-7.78 (3H, m), 7.96-8.03 (3H. m), 8.22 (IH. s), 8.87 
(IH, d, J = 1.8 Hz). 10.02 (IH. s). 
10 m,^: 185-1 87*0 
##^J 3 5 

4-yD^-N-[3-(i^DD^5^;P)-8-^ h4^->-7-=^^y U-;i/]^>X75 H ^ 




15 ##«8|3 4-et#^n;t 4-yDt-N-[3-(h Ko + >'pt5^;i/)-8-^ 

'H-NMR (CDjOD) (5 4.09 (3H, s), 5.07 (2H, s). 7.76 (2H, d. J = 8.4 Hz), 
7.96 (2H, d. J = 8.8 Hz). 8.11 (IH, d, J = 9.2 Hz). 8.52 (IH, d, J = 
20 9.0 Hz). 9.24 (2H, s). 
Wll^ : 167-169t: 
##«a|3 6 

3-- Kd-2-{[( h U y)V:tn:^^)l)7.)l-!t^:iM:t^'y}$cM.^Wt 
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2- t \^a^y-Z-=lha^!tmm. (10, 03g, 5,0. 9p.ol) h ^ t H 
07 ^> (200ml) izmM-^-^. TKi^TT N,N-v-f vyDtf;i/X5";i/7a> 
(13.3ID1. 76.4minol). fi-(;^^)lX)l^~)l)-n-yj^-)l:^^y7.)Ut^>7 

5 5 h* (2l.82g, eimiDOl) ^iPA, ^iaT? 2 BreiaJ^Lfco xh7t:KD7^ 

10 'H-NMR (CDCI3) 5 4.00 (3H. s). 7.60-7.68 (IH. m). 8.19-8.33 (2H, m). 

m^m 3 7 

3- - h □-2-t'x;i/^m#®? 



##^J3 6-e#^nfe 3-n ho-2-{[(h ij 7;i/:f p^5";i/)x;i/*-;i.]:t=^^ 

15 (lOg, 30.4mmol) ©DMF^^ (IBOml) t*r;i. h ij-n- 

(lO.TiDl, 36.48ininol)<!:xh^^X h U 7x-;i/7iNX7^ >/t7>^ 
•^A (1.76g. l.52mmol) Sr^^^BSTTiPx., 8 0 2 4 P^Ppmi^Lit. 

20 PTh^^7w'- (^=^-ti-> : »^x^;i/) xnmx^. mmit^m (4.9ig) 

'H-NMR (CDClj) 6 3.89 (3H. s), 5.24 (IH. dd, J = 1.0, 17.6 Hz), 5.42 
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(IH. dd. I = 1.2. 11.8 Hz). 7.17 (IH, dd, J = 11.4. 17.6 Hz), 7.44-7.52 
(IH. m), 7.89 (IH. dd, J = 1.4, 8.4 Hz). 7.98 (IH, dd, J = 1.6, 7.8 
Hz). 

Mj^ : 44-45*0 
5 ##^J 3 8 

3-- h □-2-fc*-;u^ms^ 



##«aj3 7 -etf^nfc 3-nh 0-2-1^31 ;i.5^,t#i? (4.91g. 
23.7inmol) 0)^^ y~-)mm (50iDl) l3 1 ^^7Ki!<fc:^ h U A (50inl. 
10 50ininol) ^1}UX. 5 0*CT 1 StW«J*Lfc. / -Jl^Mfi^^L. 7j<<& 

)if)^^nm^Lx, mmit^^ (4.23g) ^m.n^m^tLxmz, 

15 'H-NMR (CDClj) 6 5.26 (IH, d. J = 18.0 Hz), 5.40 (IH, dd. J = 0.6, 13.2 
Hz), 7.21 (IH, dd. J = 11.4, 17.6Hz), 7.42-7.49 (IH, m), 7.83 (IH, dd, 
J = 1.2, 8.2 Hz), 8.05 (IH, dd, J = 1.2, 7.8 Hz). 10-12 (IH, br). 

m.^. : 1 66-1 67*0 i^^imm : ^^i)->-mm:L^ji) 
pnm 3 9 

20 tert-:/5^JU 3--hP-2-fc*-;i/7x-;U*;W\*;)^-h 



m^ms Srmihtlft 3-- KD-2-k*-;U^m#i? (7.86g. 40.7in]nol) (D 
[eri--:/^ y-}im^^ (400101) h U X^;|/7 5 > (8.6inl. 61. Immol) 
7xr:;U»J>®?7vK (9.65bi1, 44.8minol) ^JQA, 2 AmmUmmMbrco 
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•*)•> : mm^L^ji) rmmi^. mmit^m o. 99g) ^^n^m^tvxmrc, 

'H-NMR (CDCI3) 5 1.52 (9H. s). 5.43 (IH. dd, J = 1.0, 18.0 Hz), 5.72-5.78 
(IH, m). 6.82. (IH, dd, J = 11.4, 18.4 Hz), 7.02 (IH, br), 7.33-7.38 (IH. 
5 m), 7.42-7.59 (IH, m), 8.42 (IH, d, J = 8.4 Hz). 
ifi^ilC : 120-1 21 r 
##«aj4 0 

tert-:/5";p 3-75 y-2-X5";P7x-;U;^7;U/tp^- h 



10 #%^J3 9T#e,nfc lert-y^^;!/ 3-- hP-2-t•-;^7Jl-;^;^7J^n>c- 
h (5.0g, 18.9minol) (DX^y-;|/^?fi^ (lOOml) 5 ^/t^vr^A^^ (Ig) 

A^a-^h^^y^- (^^-tf > : mmx^M nmmb.mmit'^'^ (3. 88g) 
15 ^^n^^^tLxmrco 

'H-NMR (CDCI3) (5 1.15 (3H. t. J = 7.8 Hz), 1.51 (9H, s). 2.52 (2H. q, 
J = 7.5 Hz), 3.62 (2H, br). 6.21 (IH. br). 6.48 (IH, dd. J = 1.2, 8.1 
Hz), 6.96-7.02 (IH, m), 7.16 (IH. d, J = 8.4 Hz), 
il!,^ : 109-1 lot: 
20 ##M4 1 

leTi-':/^-)]^ 3- [ (4- y □ ^ ^ > y-f ;p) 7 5 y ] -2-x5';i. y x 



^^m^OXm^ntz len-^'^JV 3-75y-2-X5";P7xx;i/;*7;i/A*;<- 
25 h (3.78g, 16.0Bmol) h^k H077>^a? (SOml) iZhVX.^Jl75. 
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> (6.70inl, 48ininol)t 4-:/Dt'^>V-r;i'^D'J K (3.87g. 17.6ininol) ^ 

5 ^b^t; (6.58g) ^un^^^^tLxmrzo 

'H-NMR (CDCI3) 6 1.17 (3H, I, J = 7.6 Hz), 1.52 (9H. s), 2.62 (2H. q, 
J = 6.6 Hz), 6.27 (IH, s), 7.19-7.27 (IH, m), 7.48 (IH,' d, J = 7. 8 Hz), 
7.59-7.68 (6H, m). 
M,^ : 181-183'C 
10 ##0»|4 2 

N-(3-7$ y-2-x^;i/7x:::;i')-4-7*ot^>X75 K 



5^;i/7xx;i/;^7;i.A/-h (6.48g, 15.45mmol) ©i^i?X5^;i'-x h ^ t H □ 

15 7^>'^jK (50nii-30ini) \z4m^mt7Km-mmj^^}\^ (eOmO $Jn^. 6 
Ac. ^mm^mm-k^7i(.rmwv. Mff^iifSL, ^mit^m (4.53g) 

'H-NMR (CDC! 3) <5 1.20 (3H, d, J = 7. 6 Hz), 2.57 (2H. q. J = 7. 6 Hz). 
20 3.70 (2H. br), 6.61 (IH, dd, ] = 1.2, 7. 8 Hz), 7. 02-7.09 (IH, m), 7.16-7.20 
(IH, br). 7.60-7.64 (3H, m), 7.73 (2H, d, J = 8.4 Hz). 
Mi^ : 169-170t: 
#3t^J4 3 

4-:^Pt-N-[8-x5";i/-3-(t HP=^^vp^^;u)-7-+y 'Jx;w^>X75 K 
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4 2 T# i^tlfz N- (3-7 5 y -2-X5";W7 x-;U) -i-fa^E^ >X7 5 
H ^ffl V iT#%«aj 6 <h gifp S-fT ^ ;i J: 19 , ^Slfc^fe 
'H-NMR (DMSO-dj) 6 1.15 (3H, t. J = 7.4 Hz), 3.28 (2H, q, J = 7.0 Hz), 
5 4.74 (2H, s), 5.46 (IH, I, J = 3.6 Hz), 7.54 (2H. d, J = 8. 8 Hz), 7.72-7.80 
(3H. m), 7.84-8.00 (2H, m). 8.22 (IH. s), 8.89 (IH, d, J = 1.8 Hz). 10.25 
(IH, s). 

M}^ : 202-204'C 
##«»J4 4 

ID 4-:7'D^-N-[3-(^PD7^5';i/)-8-x^;u-7-^y •J-;H^>X75 H Mm 




4.3 T# 6 nfc 4-yD^-N-[8-X5";U-3-(t H □ + v;<5";i/)-7-^/ 

ux;i/]-;>X7^ \'^m\'^xmm2 tmrncomi^^no ^t\z^y) . mm 
15 it^i^^mrz, 

'H-NMR (CDjOD) 6 1.30 (3H, t, J = 7.6 Hz), 3.33 (2H, q, J = 7.4 Hz), 
5.10 (2H, s). 7.75 (2H, d, J = 8.8 Hz). 7.96 (2H, d, J = 8.8 Hz). 8.14 
(IH, d, J = 8.8 Hz). 8.26 OH, d, J = 8.8 Hz). 9.28-9.30 (2H. m). 

Bll,^ : 170-1 72*C 
20 ##^^J4 5 

A'-i;u a-a-lz-i^ □ o>^;i/)-7-:^y Ux;i.] [i. r-t*7xx;H-4-:^3ju 
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5 'H-NMR (DMSO-de) 6 5.01 (2H, s), 7.58 (2H, d, J = 8.6 Hz). 7.82 (2H, 
d, J = 8.6 Hz), 7.89 (2H, d. J = 8.6 Hz), 8.02 (2H, m). 8.13 (2H, d, 
J = 8.6 Hz), 8.37 OH. d, J = 2.0 Hz). 8.63 (IH, d, J = 1.7 Hz), 8.82 
(IH, d. J = 2.2 Hz), 10.67 (IH, s). 

##^!|4 6 

10 N-(3-7$y-2->5^;P7x-;i/)-4-ya^^>X7^ K 



'H NMR (DMSO-d.) 6 1.90 (3H. s). 4.91 (2H. s), 6.48 (IH. d. J = 7.6 
15 Hz). 6.55 (IH. d. J = 8.0 Hz). 6.88 (IH, m). 7.72 (2H. d. J = 8.6 Hz). 
7.90 (2H. d. J = 8.6 Hz). 9.81 (IH. s). 
##0IJ4 7 

4-::/oqE-N-(3-5t;;i/^;u-8-^5^;i/-7-=|^y 'J:i>'U)^>X7 5 K 





20 ##0IJ4 6T||e>nfeN-(3-7^y-2-pC5^;U7x-;i/)-4-:/P^/<^>X7a 
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H Srffl liT##fi3J 8 - 1 ) <!: mUomi^ ^n^^tiZ^O. «S4b^«^S:#fc. 
'H.NMR (DMSO-d,) 5 2.69 (3H, s), 7.78 (2H. d. J = 8.8 Hz), 7.80 (IH, 
d, J = 8.8 Hz), 8.01 (2H. d, J = 8.8 Hz). 8.07 (IH, d, J = 8.8 Hz), 8.94 
(IH. d. J = 2.2 Hz), 9.32 (IH. d, J = 2.2 Hz), 10.26 (IH. s). 10.46 (IH, 
5 s). 

#%««J4 8 




0^m4 7-et#^lafe 4-:/p^:-N-(3-7iN;i/$;u-8-^9^;i/-7-4^y Un;i/)^ 

'H NMR (DMSO-dj) 6 2.65 (3H. s). 4.74 (2H. d, J = 5.4 Hz), 5.48 (IH, 
t. J = 5.4 Hz). 7.60 (IH. d, J = 8.7 Hz), 7.78 (2H. d. J = 8. 1 Hz), 7.82 
(IH. d, J = 8.7 Hz), 7.99 (2H, d. J = 8. 1 Hz), 8.22 (IH, d, J = 1.5 Hz). 
15 8.89 (IH. d, J = 1.5 Hz), 10.31 (IH. s). 

##«SJ4 9 

4-:/Dt-N-[3-(^DDpC5';p)-8-^5';u-7-+y ^>X7$ H mm 




20 ##^aj4 8Tt#^nfc4-:/0^-N-[3-(t: HP^^v^^;i/)-8-jjt5^;i/-7-4^ y 

'HNMR (CD3OD) 6 2.74 (3H. s), 5.09 (2H. s). 7.76 (2H, d. J = 6. 6 Hz). 
7.97 (2H. d. J = 6.6 Hz). 8.09 (IH. d. J = 9.0 Hz). 8.24 (IH. d. J = 
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9.0 Hz), 9.25 (IH, d, J = 2. 1 Hz), 9.26 (IH, d, J = 2. 1 Hz). 
##«a|5 0 




Me 



5 ##«»|4 9T#e)nfc4-yp^-N-[3-(i7PD^^;i/)-8-pt5';i'-7-+y ij- 

'H-NMR (CDClj) 5 1.43 (2H. m). 1.56 (4H, m), 2.40 (4H. m). 2.59 (3H, 
s), 3.59 (2H, s), 4.02 (2H. s). 6.97 (IH, d, /= 8.8 Hz), 7.47 (IH, d, 
10 / = 8.6 Hz). 7.88 (IH. d. / = 1.8 Hz). 8.77 (IH. d, / = 2.0 Hz). 
##«a|5 1 

3- (l-7iiVt -;|/^ 5";i.) -8-^ 5^;U-7-^y U ::i;U7 5 > 



Me 

#%^J4 9Tl#bnfc 4-yp^-N-[3-(^7DP^5^;U)-8-^5^;i^-7-4^y u - 

'H-NMR (CDCI3) 5 1.62 (8H, m). 2.60 (3H, s), 2.65 (4H, m), 3.76 (2H, 
s). 3.99 (2H. s). 7.00 (IH, d. J = 8.8 Hz). 7.49 (IH, d, J = 8.8 Hz), 
7.89 (IH, d, J = 2.2 Hz), 8.81 (IH, d, J = 2.2 Hz). 

20 ##^J 5 2 

N- [3- i^nn^ ^)V) -8-^ J 'J - ;U] -4' - y;!/;^- P [1 , 1' - 1* 7 x - 

;W-4-:^;U7n+-y-= h 
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16 



20 
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^mmi dx-m^nrz 4'-7;i/:tP-N-[8-^5';u-3-(i-fcro'j 
;i/)-7-+y'j-;u][ij'-t*7x-;i.]-4-;<7;P/n4^iJ-i H^rffli/^T, ##«a|2 

'H-NMR (DMSO-dj) 6 2.68 (3H, s), 5.04 (2H, s). 7.25-7.42 (2H. m), 7.70 
(IH, d, J = 8.8 Hz), 7. 74-7. 93 (5H. m), 8.15 (2H, d, J = 8.4 Hz), 8.42 
(IH, d. J = 2.4 Hz), 9.00 (IH. d. J = 2.2 Hz), 10.32 (IH. s). 
5 3 

N- (5-75/ -2-^ X njW -4-y □ ^r'^ >X7 5 K 



4-yp^:-N-(2-p^5^;i/-5-::^ KD7x-)1/)^>X7$ H^rfflV^T. ##f!l3 

'H-NMR (CDCI3) 5 2.22 (3H, s), 3.66 (2H, br), 6.42-6.52 (IH, m). 6.99 
(IH, d. J = 8.0 Hz). 7.44-7.50 (IH, m), 7.54-7.68 (3H. m), 7.73 (2H, 
d, J = 8.4 Hz). 

p^m 5 4 

4-yp^-N-(3-4^;i^5;i^-6-p^5^;i/-7.-^y U-;u)^>X7 5 K 

H 




m^m 5 3 T# e> tifc n- (5-7 5 y -2-^ 5^;i.7 x -;i')-4-y a t >X7 = 

'H-NMR (DMSO-de) 6 2.52 (3H, s), 7.79 (2H, d, J = 8.4 Hz), 7.98 (2H, 

d. J = 8.4 Hz), 8.09 (IH, s), 8.31 (IH, s), 8.85 (IH, m), 9.22 (IH, m), 
I0.22(2H, s). 
5 5 
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5 

'H-NMR (DMSO-dg) <5 2.44 (3H, s). 4.71 (2H. d. J =4.8 Hz), 5.46 (IH, 
m). 7.78 (2H, d. J = 8.4 Hz), 7.84 (IH, s), 7.98 (2H, d, J = 8.4 Hz), 
8.07 (IH, s), 8.15 (IH, m), 8.80 (IH. m). 10.18 (IH, s). 

m^m 5 6 

10 4-:/D^:-N-[3-(^oD^5"ju)-6-^5";u-7-=^^y •j-;H'^>X7= H 



##09 5 5-C^lenfc 4-:;^P^:-N-[3-(t \i0^i^;^^)l)-5-:^^)\^-7-^y 

15 mit^^^mco 

'H-NMR (DMSO-dg) 6 2.55 (3H. s), 5.08 (2H, s), 7.79 (2H. d. J = 8.4 
Hz), 8.00 (2H, d, I = 8.4 Hz), 8.10 (IH, s), 8.50 (IH. s), 8.80 (IH, 
s), 9.16 (IH, s). 10.34 (IH. s). 
5 7 

20 4'-7;i^^D-N-(3-5}^;i/5;u-8-/5^;p-7-^y U-;!/) [i.i'-b*7x-;u]-4- 





CI 
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5 'H-NMR (DMSO-dg) 6 : 2.72 (3H. s), 7.30-7.44 (2H, m), 7.79-7.93 (5H. 
m). 8.06-8.20 (3H. m). 8.96 (IH, d. J = 2. 2 Hz), 9.33 (IH, d, J = 2. 2 
Hz), 10.27 (IH, s), 10.43 (IH, s). 

M}^ : 236-239 t: (dec. ) (m^itmm : i^^X^;i.-x h ^ b H P 7 ^ » 

m^m 5 8 

10 4'-7;i/^a-N-[3-(i-t HD^->x^;i/)-8-^5^;i/-7-+/ >j -;H [i. r-f 




##^J5 7T#^.nfc 4'-7;l':tO-N-(3-7i^JUS;i/-8-p<5^;i/-7-+y 'J- 

;i/)[i, r-k'7x-;L']-4-:^;i'Jt^^ij-5 H (ig) w^/txh^t Kp7^>^ 
15 m \Z.^mn.mr.Mi^X'3M ^5";PT^;^i«>'^Ayp5H (8.7inl) 

vX5";i.X-x;P;{>^e.i^^^bLT. M^b^^^ (O.SSg) &^||fei^^<i:LT 

20 mco 

'H-NMR (DMSO-dg) 6: 1.48 (3H, d, J = 6.2 Hz), 2.68 (3H, s). 4.90-5.10 
(IH, m). 5.49 (IH, d, I = 4.4 Hz). 7.27-7.41 (2H. m). 7.62 (IH, d, J 
= 8.8 Hz), 7.75-7.90 (5H, m), 8.15 (2H, d, J = 8.4 Hz), 8.23 (IH, d. 
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J = 2.2 Hz). 8.94 (IH, d. J = 2.2 Hz), 10.27 (IH, s). 
i!!.^: 189-192 iB^imm : S^mx^;i.-vX^;i/X-5^;i.) 
5 9 

5 x;i.]-4-;^;i.5j^:^-tJ-$ H 




. m%ms 8r%ibnrz 4'-7;i/:tP-N-[3-(l-t: Ho4^vX5^;1/)-8-;<5^;U 

10 'H-NMR (DMSO-dg) 6: 1.97 (3H. d, J = 6.9 Hz), 5.66 (IH. q. I = 6.9 Hz), 

7.27-7.41 (2H. m), 7.71 (IH, d. J = 8. 8 Hz). 7.76-7.96 (5H. m), 8.15 

(2H. d, J = 8. 1 Hz). 8.49 (IH. d. J = 2.2 Hz). 9.07 (IH, d, J = 2.2 Hz), 
10.35 (IH, s). 
##^6 0 

15 4'-7;i/:to-N-[3-(l-t H P+ vT^D J 'J zlM [1,1'- 
t*7xx;W-4-;^j;PiJ?+1t5 H 




##^?ij5 7-e#bnfc 4'-7;i/:tp-N-(3-Jt^;i/5;i/-8->^5';i/-7-^y 'jx 

'H-NMR (DMSO-dj) 5: 0.89 (3H, t, J = 7.3 Hz), 1.68-1.88 (2H. m), 2.68 
(3H, s). 4.67-4.80 (IH. m). 5.47 (IH, d. J = 4. 4 Hz), 7.26-7.41 (2H, 
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n), 7.61 (IH, d, J = 8. 8 Hz), 7.73-7.90 (5H. m), 8.09-8.25 (3H. m). 8.91 

(IH. d, J = 2.2 Hz). 10.28 (IH, s). 

g!!!,^ : 204-208 "C : vX^jUX— xJP) 

m^me 1 

5 N- [3- (1 -^^7 D p y □ e ;W -8-7^ 5^;i/-7-^ y u x;i.] -4' -y jv:t a [\,i'-^y 




6 0 m^tltz 4' -7;P:t O-N- [3- (1 - 1 H □ =^ D -S-^'^JV 

-7-+y 'jx;i.][i.i'-h*7x-;i/]-4-:ij;i/7}^^lj-^ H^fflv^T, ##^2t 

'H-NMR (DMSO-dj) 5: 1.01 (3H, t, J = 7.5 Hz), 2.12-2.37 (2H. m), 2.68 
(3H, s), 5.37 (IH, t, J = 7.1 Hz). 7.26-7.44 (2H, m), 7.69 (IH, d. J 
= 8.8 Hz), 7.75-7.95 (5H, m), 8.05-8.22 (2H, m), 8.42 (IH, d, J = 2. 2 
Hz), 9.02 (IH, d, J = 2.2 Hz). 10.33 (IH, s). 

15 ##^J 6 2 

4' - 7 p -N- {3- [ t H o =^ V ( 7 X - ;i/) y ^;u] -8- y / u - 




##0il5 7Tf#e>tife 4'-7;p:tP-N-(3-7j^;i' = ;i'-8-pt^;u-7-^-y'jx 
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'H-NMR (DMSO-de + HjO) <5 : 2.64 (3H, s), 6.01 (IH. s), 7. 20-7.53 (7H, 
b). 7.64 (IH, d. J = 8.8 Hz). 7.77-7.91 (5H. m). 8.14 (2H, d, J = 8.4 
Hz), 8.34 (IH. br), 8.92 (IH. d. J = 2. 2 Hz). 10.30 (IH. s). 

m.^.: 182-186 1: {^^^itmm: mmj.^)v-j^v7''u\i)Vj.-y-)V) 

5 ##^J 6 3 

[i.i'-e7x-;i/]-4-*;i'jt^+-»f^ K 



#^^J6 2T#btl^c 4'-7;i/;tn-N-{3-[t: Fn4^'>(7x-;i/) ^^;u]-8- 

'H-NMR (DMSO-de) 5 : 2.67 (3H. s), 6.84 (IH, s). 7.25-7.50 (5H. m). 
7.53-7.63 (2H, m), 7.70 (IH, d, J = 8. 8 Hz), 7.75-7.96 (5H, in), 8.10-8.21 
(2H, in). 8.45 (IH, d, J = 2.2 Hz), 9.02 (IH. d. J = 2.5 Hz), 10.34 (IH. 



m%m 6 4 

N- [3- (^ □ □ ^ 5";p) -6-^ 5";i.-7-=ir / u -4' -7;u:i- o [i . r - x - 



20 |IM3 7T#^tlfc 4'-7;i/:tn-N-[6-^^;i/-3-(l-tfDU 




15 



s). 
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'H-NMR (DMSO-dj) 6 2.50 (3H, s). 5.02 (2H. s). 7.36 (2H. m). 7.80-7.90 
(5H. m), 8.12-8.18 (3H. m), 8.34 (IH. d. J = 1.8 Hz). 8.90 (IH, d. J 
= 2.2 Hz), 10.17 (IH, s). 

P^m 6 5 

5 2-p<5";U-l,2.3,4-xh^t HD^>V[b] [1.6] :^7^U v>-7-7^ > 



2.4-v75y^>X7;Pxt H (l.OOg, 7.34niinol) , l-^^)V-A-\f^^J 
/> (1.08inl, 8.81minol) t A M^y^^miti- h ^) ^ AT^mm (llml) ©X^ 

(TOmi) m^^^ Gox:!: immmi^Lrcm. mm^mmr^^Lrc. n • 
.'i' (1 : 5) i!mmzr^ct\z^y). mm^t^m (mmg) mft. 

'H-NMR (DMSG-dj) 6: 2.37 (3H. s). 2.71 (2H. I, J = 6.0 Hz). 2.96 (2H. 
15 t. J = 6.0 Hz). 3.56 (2H, s). 5.58 (2H, br), 6.80 (IH. d. J - 2. 1 Hz), 
6.87 (IH. dd. J = 2.1. 8.4 Hz), 7.48 (IH. d, J = 8. 4 Hz). 7.64 (IH. s). 
#%M 6 6 

7-75 y-8-/5";i/-3-4^y U >*;U5}?7;i/7^h H 



20 2-;^5^;U-i.3-^>-ti>>;75> (30. Og. 246inmol) t l-V i^=^)VT ^ J ^'f- 
-h (263g. 737inmol) 0-ryyo/ty-;p (SOOml) !i?S^K^Mi^L/j:*«e>. 

immiammmLrzm. ^^^rmvrzo Kft^m^z i m^mm (soomo ^ 
iPA, 7ox:x' s mfBmmmwLrc'^. mu^rtki^Lrc, ±crcitm<^^m 





Me 
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(61. 6g) t^miJ^J'^PA (170g. 1.23mol) ®B^KX5";i/ (SOOml) -tK 

5 yXy^)U^-\z%mLrciyOtfy)\^ (lOOg) IcjlLfc. M^MffiTtcg 
Mfk^tl 35. 4g S:"#fc. 

'H-NMR (DMSO-dj) (5: 2.43 (3H. s), 6.17 (2H, br), 7.15 (IH. t. J = 8.7 
Hz), 7.71 (IH, d. J = 8.7 Hz). 8.51 (IH. d. J = 2.4 Hz). 9.04 (IH. d. 
J = 2.4 Hz), 10.03 (IH, s). 

6 7 

8-p^^;i/-3-(i-ep U vn;i/^5^;w-7-^y u >75 > 




Me 



6 6 T# e nfc 7-7 a y -8-^ 5^;i/-3-^ / ^) >tlJ\^^7 )Vy^ t H 
(21. OOg. 112. Smmo I ) © v ^ P □ X ^ >(2 1 Om 1 ) jg^ffi H , e P U >(28. 28in 1 . 
US.Ommol), h U 7-fe h^>'7K^'fbA|N'>^:M- "J '>A(35. 84g. 169. 2inBiol)& 

A (^±vU->7{b^i}, Pro. No. DM1020, Jgl^M : @^i!X5^;U) "Ctt^ 
■tS d (h {Cck 0 ^mit^m 25. 7g 10 ^ ^ititt^^tl^: LT#fc. 
'H-NMR (CDClj) 6: 1.79 (4 H. m). 2.54 (4H. m), 2.59 (3H, s). 3.74 (2H. 
s). 3.98 (2H. s). 6.98 (IH. d. J=8.6Hz), 7.47 (IH. d, J=8.8Hz). 7.91 
(IH, d. 1=2. 2Hz). 8.76 (IH. d. J=2.2Hz). 
6 8 

2-7;u^ p-4- (4-7;i':t p y h =^^>') ^m§i? 
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\-Zfa=i:-A-y)l-tU-:f^> (3.57g. 23. ImmoDi^ 2-7;p:tP-4-k HD^^i/ 
O.OOg, 19.2ininol), J.^y-)V (Il.Bml), tK (2.3nil). 7K^^b;^ 
U "i? A (2. 37g, 42. 3inmol) ©^g^tlJC 80'CTfST t> 80*CT 17 l^fBlfll^L^c 

'H-NMR (DMSO-dj) 6: 1.82 (2H, m). 4.09 (2H, t, J=6.0Hz), 4.42 (2H, t, 
J=5.8Hz), 4.58 (2H, m). 6.86 (IH, m), 6.87 (IH, m). 7.80 (IH. I. J=8.6Hz), 
12.84 (IH, s). 

10 p^m 6 9 

7 P-4- (4, 4. 4- h U 7;P:t O h z^) ^f.^^ 



15 'H-NMR (DMSO-dj) 6: 1.97 (2H, m), 2.44 (2H, m), 4.13 (2H, t. J=6.3Hz), 
6.89 (IH, t, J=2.0Hz), 6.90 (IH, m) 7.84 (IH, t. J=9.0Hz), 14.44 (IH, 
s). 

7 0 

4-(2-x h^i>x h^i^)-2-y)Vta^M.mm 




20 
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10 



15 



20 



'H-NMR (DMSO-dj) 6: 1.11 (3H, t, J=7.0Hz). 3.48 (2H. q, J=7.0Hz). 3.68 
(2H, m), 4.16 (2H, m), 6.87 (IH, d, J=1.7Hz), 6.89 (IH, m). 7.79 (IH, 
m). 12.84 (IH, s). 

m^m 7 1 

F O 





25 



Me — O 

'H-NMR (DMSO-dj) 6 : 0.93 (6H, d, J=6.6Hz), 1.62 (2H. q, J=6.8Hz), 1.77 
(IH, s), 4.07 (2H. I, J=6.7Hz), 6.87 (2H. m), 7.81 (IH, t, J=8.7Hz), 
12.85 (IH, s). 
0%m7 2 

4- [ (1 z) -2-- hu^ >^-i-jL-M ^Bmm^ 

0 

OMe 

n-y^;i/7a> (8.31D11, 84.1mmol)«h 4-MS.)V^B^m:^^)l (10. 6g, 
64. 7nunol)^g|Sjg(D7Kd5TO^nSST?. x>f -> • X^J'-^^gSTfjifiK'^ 

~huy'^> (10. og. 97.001101) ^jd A, I iQx:i! 4 mmmt^vtz'^. ^iat 

'H-NMR (CDCI3) 5: 1.00 (3H, t, J=7.5Hz), 1.67 (2H. m), 2.78 (2H, m), 
3.95 (3H. s). 7.45 (2H. d. J=8. IHz). 8.01 (IH, s). 8.10 (2H, ddd, J=8.2, 
2.0. 1.8Hz). 

7 3 

4- (2-;i-+ y ^>^)\^) ^Bmm 
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O 




(5.50g, 22.0mQ\)id^ZSm (7.40g, mmmo\)(D/^^ y -)ym^ (82nil){I, 

■.mk:L=f-)V =4:1) T'^ML. M{b^«^2.53 g«^fe^#:i:L 

'H-NMR (CDCI3) 6: 0.88 (3H, I, J=7.3Hz). 1.59 (2H. m), 2.44 (2H, I, 
10 J=7.3Hz). 3.74 (2H, s). 3.91 (3H. s), 7.27 (2H, m), 7.99 (2H. dt, J=8. 5, 
1.9Hz). 

7 4 



4- (2-:t+y '^>5^;p) ^msg? 




15 ##«SJ 7 3 Tflfc 4-(2-:t=^^V^>5";W^m«/5^;i' (2. 84g, 12. 9iniiiol), 
1^^7K^^k:^hU■:7A7K^^K (20mi). (30iBl)©^i-&#l$ 65^ 

■rmrBmi^tfc^, n-^^mzmm\.. mmm^M 

20 'H-NMR (DMSO-dj) 6: 0.82 (3H, I, J=7.4Hz), 1.49 (2H, m). 2.50 (2H, m), 
3.85 (2H, s). 7.30 (2H. d. 1=8. 5Hz). 7.88 (2H. dl. J=8.3. l.DHz), 12.82 
(IH. s). 
##««J7 5 
4- (2-:t* y -^^M 
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15 



20 




'H-NMR (DMSO-de) 6 : 0.93 (3H, t, J=7.2Hz). 2.53 (2H, q, ]=7.3H2), 3.86 
(2H, s). 7.29 (2H, dt," J=8.4, 1.9Hz), 7.87 (2H. dt, 1=8.4, i.9Hz). 12.88 
(IH, s). 
P^M 7 6 

4- (2-^+ y ^M.m 




'H-NMR (DMSO-dj) 5: 0.83 (3H, I, J=7.3Hz). 1.22 (2H, m), 1.44 (2H. m), 
2.50 (2H, m). 3.85 (2H, s). 7.28 (2H, d, J=8.4Hz), 7.86 (2H, dt, J=8.3, 
1.8Hz), 12.83 (IH, s). 
7 7 

4- (3-^ ^}V-2-:t^ V -^^Jl) 

0 

OMe 




SfBt»* (1.70g, 26.0iii!nol), l,2-v:/ntx^> (0.087inl, LOmmoI), THF 

hup^^;u->u;i/ (o.ini, o.8iBmoi)^jip;i, ^fiT 1 mfmmwvrz'^. Dt: 

iZ}^mvrz. KJt^m^Z 4-C:fa^;<^)V)^B^m^'f-)l (4.93g. 2l.5ininol) 
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mtco i^7>itm (l.75g. 20.0mmol), i^ffcU^'^^A (1. 70g. 40. Oininol)i5«fc 
(1.68inl. 16.0iiiinoi)**P^, O'Ctr^ o < O^Ubtcm. ^m^i&m (lOml) 

5 ^nn^, Pi?x5";i/TaffiL, mm-k^Ti^rmf^vrzo mm^^s.§i^L. 

4 : 1) T^ML, ^iifb-&tl3.05g ^Mfet»*<hLxT#;t. 
'H-NMR (CDClj) a: 1.12 (6H, d, J=7.0Hz), 2.72 (IH, m). 3.81 (2H. s). 
3.91 (3H, s), 7.28 (2H, m). 8.00 (2H, dt. J=8.4. 1.8Hz). 
10 ##^J 7 8 

4- y <$c^mm 



Me 

##^J7 ixmtz 4-(3-;<^;i/-2-:t+yy^;w$m#i?^5";i'^fflt.iT.# 

15 'H-NMR (CDCI3) 6: 1.13 (6H. d. J=7. IHz). 2.73 (IH. m), 3.83 (2H, s). 
7.30 (2H. d. J=8.3Hz), 8.06 (2H, d. J=8.3Hz). 

mm^i 7 9 

4- (2- V p y D \^)V-i-'t^ y x^;u) ^m#SI / 



20 Mx^P7*p/^>;^;i/7}^x;i/^ffl(.>T, m^m? 7 tmU<Dmi^^noc 

'H-NMR (CDClj) 5: 0.13 (2H. m), 0.88 (2H. m), 1.05 (IH, m). 2.90 (2H, 
m), 3.92 (3H, s), 7.32 (2H, dt, J=8.3, l.7Hz), 7.97 (2H, dt, J=8.4. 1.8Hz). 

m^ms 0 
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5 tLT#fc. 

'H-NMR (DMSO-dj) 6 : 0.88 (4H, m), 1.21 (IH, m), 2.80 (2H, s). 7.37 (2H, 
d. 1=8. 2Hz), 7.82 (2H. d, J=8.2Hz), 12.74 (IH. s). 
0%m8 1 



o 




'H-NMR (CDCI3) 6: 0.88 (6H, d. J=6.6Hz), 2.15 (IH. m), 2.34 (2H, m), 

3.72 (2H, s), 3.91 (3H, s). 7.27 (2H. d, J=8.4Hz), 8.00 (2H, dt, J=8.4, 
15 1.8Hz). 

p^m 8 2 



O 




#3^008 1 4-(4-pC5^;p-2-:t:^^y^>5^;i.)$Ji.Si?^5^;|/§fflViT. 
'H-NMR (DMSO-dg) d: 0.84 (6H, d, J=6.6Hz), 2.03 (IH, m). 2.39 (2H, d. 
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J=7.0Hz). 3.83 (2H. s), 7.29 (2H, dt, J=8.3, 1.7Hz). 7.87 (2H. dl. J=8.4, 
1.9Hz). 12.85 (IH, s). 

m^ms 3 

4- (2-:t^ y-2-x h ^ t K D 7 7 >-2-'f ^B^m>^9)\^ 



'H-NMR (CDCl,) 6: 1.89 (3H, m). 2.18 (IH. m). 3.91 (3H. s), 3.91 (2H. 

m). 3.94 (2H. s). 4.39 (IH. m), 7.29 (2H. dt. J=8.5, 1.8Hz), 7.99 (2H. 
10 dt, J=8.3, 1.9Hz). 
8 4 

4-(2-;r+V-2-xh7t Y-uy yy-l-^ )VJL^)V)^B.^m 



#%^8 3Tt#;/S: 4-(2-;t-^y-2-xh^t: KD7^>-2-'r;Ux5^;i/)^mS 

'H-NMR (DMSO-dj) <5 : 1.96 (4H. m). 3.84 (2H, m), 3.97 (2H. s), 4.41 (IH, 
m), 7.30 (2H, d. J=8.2Hz), 7.87 (2H, d, J=8.2Hz), 12.85 (IH. s). 
##0y8 5 

20 4-(2-:t+v-2-r h^t Ha7^>-3-r;ux5^;U)^mSi!;»t5";i. 






o 
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'H-NMR (CDCI,) 6: 2.13 (3H. m). 3.30 (IH. m), 3.83 (2H, s). 3.87 (3H. 

m). 3.92 (3H. s), 7.28 (2H, dt, J=8.5, 1.7Hz). 8.02 (2H, dt. J=8.3, 1.9Hz). 
5 #%^J 8 6 

4- (2-:t4^y-2-x h ^ t K □ 7 7 >-3-r JlX^M ^SS^ 



10 ^mm^^tbxmz. 

'H-NMR (DMSO-dj) 6 : 2. 02 (2H. m). 3.38 (IH. m), 3.66 (2H. m). 3.79 (2H, 
d, J=6.9Hz). 3.98 (2H, s), 7.31 (2H, d, J=8.6Hz), 7.88 (2H, ddd. J=8.4, 
3.9, 2.1Hz), 12.88 (IH, s). 

^^m 8 7 

15 8-^ 5^;i.-3- [ (4-;< tr^ y V >-]-'i )l) ^ -7-^ y 'J > 7 5 > 



6 6 -C# ?>nfc 7-7 5 y -S-y 5^;U-3-4^ y U >;i!j MTJlr't. H ^ffl 

20 'H-NMR (CDCij) 5: 2.28 (3H, s), 2.42 (8H. m). 2.59 (3H. s). 3.63 (2H. 
s), 4.00 (2H. s). 7.00 (IH, d, J=8.5Hz), 7.49 (IH, d. J=8.5Hz), 7.88 
(IH, d, J=2.2Hz), 8.78 (IH, d, J=2.2Hz). 




O 



OH 




Me 
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4* - P □ -N- [3- [ ( V ^ 5^;P7 ^ / ) 5^;H -7- + yij [ 1 . r - h: 7 X - 



5 ^mm4rmc N-[(7-75y-3-:^y u-;I/)p<5';H-n,n-v^5";u75> 

(87mg. 0.432inmol) . 4' P □ [1, 1' - 1'7 x -;H-4-:^7;i/4^>^ (lOlmg, 
0.432inniol) t v^5^;i<'7 a 7 tf U v> (52.8ing, 0.432iiunol) <D vp^5^;^3J^ 
;i/A75 H (2ml) mmiZ. QX:i!JL^Jli^:^^)]/7S. y':fU\^)Vtl)V-!^z^-( 
^HiSS!^ (lOlmg, 0.432inoiol) Srjp^, ^mX'l^mmmi^Vft. KJt^miZ 

^u-7h^^y^- mmm-, mm Ji^ji^) tcj^oMt. mmj:-^)\^-i 

y7'pe;i/X-T-;i/ (l : 5) T^s^^tC-r-SlliilCct 0. mmit^^ (120mg) 

15 'H NMR (DMSO-ds) <5 2.21 (6H, s). 3.59 (2H, s), 7.58 (2H, d. J = 8.7 
Hz). 7.82 (2H. d. J = 8.7 Hz), 7.89 (2H, d. J = 8.7 Hz), 7.97 (2H, m), 
8.13 (3H. m). 8.60 (IH, m). 8.79 (IH, d, J = 2. 1 Hz). 10.63 (IH, s). 
FABMS(pos): 416 [M+H]* 

Mj^ : 236-238t: (m^imm : KigX^^jP-T V7'P 
20 Mt^M 2 

N-[3-(i-eo »J vx;i/p^^;i.)-7-:^/ u x;u] [i. r-f7xx;H-4-*;P7j^ 
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'HNMR (DMSO-de) 5 1.73 (4H. m). 2.50 (4H, m). 3.77 (2H. s). 7.44 (IH. 
5 m). 7.53 (2H, m), 7.78 (2H, d, J = 6.9 Hz). 7.88 (2H. d. J = 8.7 Hz). 
7.96 (2H. m). 8.14 (3H. m). 8.59 (IH, s). 8.81 (IH. d. J = 2.1 Hz). 10.61 
(IH. s). 

FABMS(pos): 408 [M+H]* 

m.P^ : 192-194X: (f^^imu : Mx^^JU-f y^o if;i.x-7^;u) 

10 mmm 3 

4'-;< h + v-N-[3-(l-tfDU>'^;Upt5^;U)-7-4^y U [1. T -e7x - 

;W-4-:t?;W7j^:^it5 H 



15 4'-^ h+->[i.r-f7x-;n-4-;^j;i/j^*>if^ffliiT, mmmit^mcDm 

'HNMR (DMSO-dj) (5 1.72 {4H. m). 2.50 (4H. in). 3.76 (2H. s). 3.82 (3H. 
s). 7.08 (2H. d. J = 8.7 Hz). 7.74 (2H, d. J = 8. 7 Hz), 7.83 (2H. d. 
J = 8.4 Hz). 7.97 (2H. n). 8.10 (2H. d. J = 8.7 Hz). 8.15 (IH. d. J = 
20 1.2 Hz). 8.59 (IH. d. J = 1.8 Hz). 8.81 (IH. d. J = 2. 1 Hz). 10.57 (IH. 
s). 

FABMS(pos): 438 [M+H]* 

m,^: 202-204r (^S«j« : rax5^;i/-'i' V^p hr;i.x-xJP) 

25 4' -7;i/:tP-N-[3-(i- tf □ u v'-;i/pC5';i/)-7-4^y u [I, r -e7x- 



MeO 
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5 'HNMR (DMSO-de) <5 1.72 (4H, id), 2.50 (4H. m), 3.77 (2H, s). 7.35 (2H, 
m). 7.85 (4H, m), 7.97 (2H. m), 8.14 (3H. m), 8.59 (IH. d. J = 1.8 Hz), 
8.81 (IH, d, J = 2.1 Hz), 10.61 (IH, s). 
FABMS(pos): 426 [M+H]» 

m*: 210-21 2t: (iS^fb^ii : iti?x5^;u-ryyDtf;i/x-x>iu) 
10 5 

4' - / 5^;U-N- [3- (1 - e P 'J V 5^;l.) -7-+ y ij - [1,1 ■ - 7 X X 



Me 




0^M5rmz 3-(i-eo'jv-;i/pt5^;i.)-7-^^y ux;i/75> mmmt 
15 4'-;^5';i/[i,r-t*7x-;p]-4-:^;u3j^>^^ffi(,iT. nmmitmm(Dmv^ 

'HNMR (DMSO-dj) 5 1.72 (4H. m). 2.37 (3H. s). 2.50 (4H, m), 3.77 (2H. 
s), 7.33 (2H, d, J = 7.8 Hz), 7.68 (2H, d, J = 8.4 Hz). 7.85 (2H, d, 
J = 8.4 Hz), 7.97 (2H, m). 8.11 (2H, d. J = 8.7 Hz). 8.16 (IH, d, J = 
20 1.5 Hz). 8.59 (IH. d, J = 1.8 Hz). 8.81 (IH, d, J = 2. 1 Hz), 10.59 (IH. 
s). 

FABMS(pos): 422 [M+H]» 
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BS^: 206-208t: (.l^mtmm : W^M^L^Jl^-i V:fn\^)VJL'-'r)V) 

4' - D □ -N- [3- (1 - e p u - ;i/ 5^ -7- 4^ y u [1 , r - 1: 7 X - 




4*-i^pp[l.r-h*7xnjH-4-*;i.4?>^^ffl^iT, l tPI^Io^f^ 

'HNMR (DMSO-dj) 5 1.72 (4H. m). 2.50 (4H. m). 3.77 (2H, s). 7.58 (2H, 
10 d, J = 8.7 Hz). 7.82 (2H, d. J = 8.4 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.97 
(2H, m), 8.13 (2H, d, J = 8.7 Hz), 8.16 (IH. d, J = 1.2 Hz). 8.59 (IH, 
s), 8.81 (IH, d, J = 2.1 Hz). 10.62 (IH, s). 
FABMS(pos): 442 [M+H]* 

Mj^ : 217-220^ (f^^^mm : i^S^x^^;^-^ y ^p e;i/x-x;P) 
15 Mi^M 7 

6-7 xx;i/-N- [3- (1 - 1! p U V - 5^;u) -i-^ / u ~M - □ 5" > 7 5 K 




^^msmfz 3-(i-tfpu>'x;u;;i5";u)-7-=t^y ux;i'75> mmmt 
20 ^mit^m^mrz, 

'HNMR (DMSO-dj) 6 1.72 (4H, m), 2.50 (4H, m). 3.76 (2H, s). 7.55 (3H. 
m). 7.96 (2H. m), 8.20 (4H, m), 8.45 (IH, dd, J = 8.4, 2.4 Hz), 8.59 
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OH. s). 8.82 (IH. d, J = 2.1 Hz), 9.26 (IH. d, J = 1.8 Hz). 10.76 (IH, 
s). 

FABMS(pos): 409 [mtiV 

m.^. : 208-2io"c im^simm .• mm:r.^)i^-i vyo if;ux-x;i.) 
5 mmm s 

6- (4- ^ h ^ V 7 X n;i/) -N- [3- (1 - If □ U V -7-^ / U " JI/] - □ 




10 6-(4-^ h^>'7x-;i/)-n5^>i?^fflViT, ^WJl t(^<i©^f^$:ff^ 

'HNMR (DMSO-dg) 6 1.72 (4H. m). 2.50 (4H. m), 3.77 (2H. s). 3.85 (3H, 
s). 7.10 (2H. d, J = 9.3 Hz). 7.96 (2H. m). 8.11 (IH, d. J = 8. 1 Hz), 
8.19 (3H. m), 8.40 (IH. dd, J = 8.4. 2.1 Hz). 8.58 (IH. s). 8.82 (IH. 
15 d. J = 2.1 Hz). 9.21 (IH. d. J = 1.5 Hz), 10.72 (IH, s). 
FABMS(pos): 439 [M+H]* 

M : 246-248'C im^itmm : B^KX5^;|/-^ y \t)V:L'-^)V) 

6- (4- 7 □ 7 X -)V> -N- [3- ( 1 - tf D U v-^l/ ^ 5^JU) -7-+ y U " - n 
20 ^>7$K 




m^msrmrz 3-(i-tfDU v-;i/^5";i/)-7-+yu-;i/75> mm^t 
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'HNMR (DMSO-dj) 5 1.72 (4H, m). 2.50 (4H. m). 3.76 (2H. s). 7.38 (2H. 
m). 7.96 (2H, m), 8.18 (2H. m), 8.28 (2H, id), 8.45 (IH, dd, J = 8.4, 
5 2.4 Hz), 8.59 (IH, s), 8.82 (IH, d, J = 2. 1 Hz). 9.25 (IH, d, J = 1.5 
Hz), 10.76 (IH. s). 
FABMS(pos): 427 [M+H]* 

11!.^: 218-220'C (igSifc^ji : »^X5^;i/-^ y yDtf;px-x;U) 

nmm i o 

10 6- (4-p< 5" Jl/ y X =.)V) -N- [3- (1 - If o U -1-^ 
>7S. h* 




^^ms'nmrz 3-(i-tfD'j>?-;i/^5^;i.)-7-:^y ij-;uTa> mmmt 

6-(4-^^;i.7xn;u)-n^>i?^ffl(,iT. MMmi tmm(Dmi^t:nz> :i 

15 tiz^K). ^mit^m^mc. 

'HNMR (DMSO-de) 5 1.72 (4H. m), 2.39 (3H, s), 2.50 (4H, m). 3.77 (2H. 
s). 7.36 (2H. d, J = 8.1 Hz). 7.96 (2H. m), 8.11 (2H. d. J = 8. 1 Hz), 
8.17 (2H. m). 8.42 (IH. dd, J = 8.4. 2.4 Hz). 8.59 (IH. s). 8.82 (IH, 
d, I = 2.1 Hz), 9.23 (IH. m). 10.74 (IH. s). 
20 FABMS(pos): 423 [M+H]* 

: 226-228t: (f^^aitmm : Bm^i^JU-^ y T'O e>ll/X-x;i.) 

mmm 1 1 

6- (4- □ □ 7 X -N- [3- (1 - e □ 'J V - -7-^ y u x;p] - n ^ 

>75 H 
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##0y5T'#fc 3-(i-fcrp"j>f-;i.pt^;i.)-7-:^-/u-;u75> miskmt 

5 'HNMR (DMSO-d„) 5 1.72 (4H. m), 2.50 (4H. m). 3.77 (2H. s). 7.62 (2H, 
d. J = 9.0Hz). 7.96 (2H. m). 8.17-8.26 (4H, m), 8.47 (IH. dd, J = 8.4, 
2.4 Hz). 8.59 (IH. s), 8.82 (IH. d. J = 2. 1 Hz), 9.26 (IH, d. J = 1.5 
Hz). 10.77 (IH, s). 
FABMS(pos): 443 [M+H]* 

10 m.^: 223-225t: (^^MIS^ : Sli?x5";i/-< y tr;ux-x;i.) 

mmm 1 2 

4-7x-;i'-N-[3-(i-if p u -:^x;i/pt5";u)-7-=iry 'jx;i/]-i-tr^u 




15 P^ms-cntz 3-(l-trDy i;z:;i.^5";i.)-7-=t-y Ux;i/7 5> j^^j^ 
(ISOmg, 0.569ininol) th^)Ji^)l7^> (0.0791inl, 0.569diio1) (Di^;<^ 
;U7-th75 K (3inl) mm\Z OX:rt}JVt^:=.)l^-J-( ^y^y-jU (nimg. 
0.682iniDol) SriD^, immmWLtzo m^ti^mmz i-y i^y 

m-.mmjL^ju) iCctoML. Mx5^;i/-^v7°Dtr;ux-x;i/ (i:5) 
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'HNMR (DMSO-dj) 6 1.59-1.67 (2H, m). 1.71 (4H, m), 1.81-1.85 (2H, m), 
2.50 (4H. m), 2.77 (IH, m), 2.94 (2H, n), 3.73 (2H, s), 4.32-4.36 (2H. 
m). 7.18-7.34 (5H. m). 7. 73-7. 82 (2H. m), 8.07 (IH. s), 8.16 (IH. d, 
5 J = 2.1 Hz). 8.73 (IH. d. J = 2.4 Hz), 8.87 (IH, s). 
FABMS(pos): 415 [M+H]* 

m.^: 222-224*0 (i^S^k^JK : S^^X^jW^ V:^Dtf;i'X->;i/) 

mmm 1 3 

4-(4-;< h^v7x-;u)-N-[3-(i-tfau vx;Upt5";p)-7-+y Ux;i/]-i- 
10 tf^'J v>;^;i'^N^if5 H 



##0!l5T#rc 3-(i-tro'j-:^x;i/>t5";i/)-7-=iry ux;i.75> mm^t 

4-(4-^ h:^^s/7x^;i/)tr^uv>&fflViT. mmmi 2tmm(Dmi^^n 

15 'HNMR (DMSO-dj) 6 1.55-1.62 (2H, m), 1.71 (4H, m), 1.78-1.82 (2H. m). 

2.49 (4H, m), 2.71 (IH. m), 2.91 (2H. m), 3.72 (5H, m), 4.31-4.35 (2H. 

i). 6.87 (2H, d. J = 8.7 Hz), 7.19 (2H. d, J = 8. 7 Hz), 7.77 (2H, m). 

8.07 (IH, s), 8.16 (IH, s). 8.72 (IH. d. J = 2. 1 Hz). 8.88 (IH, s). 

FABMS(pos): 445 [M+H]* 
20 M}^: 241-243'C (iSMltiK : S^g^x5^;i.-r v^ok!;ux<-x;i') 

mmm 1 4 

4- (4- 7 ;i' O 7 X x;i/) -N- [3- ( 1 - e P U V? X p( 5";P) -7- / U X - 1 - 
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4-(4-7;u:to 7x-;i.) u -j>-^m^x. mmm 1 2 iisi^oojif^^ff 

5 'HNMR (DMSO-d,) 6 1.56-1.64 (2H. m). 1.71 (4H. m), 1.80-1.84 (2H, m), 
2.47 (4H. id), 2.78 (IH, m), 2.92 (2H, m), 3.73 (2H, s), 4.31-4.36 (2H, 
m). 7.12 (2H, m). 7.32 (2H. m). 7. 73-7.82 (2H. m). 8.06 (IH. d. J = 1.5 
Hz). 8.16 (IH. d. J = 2.1 Hz). 8.72 (IH. d, J = 1.8 Hz). 8.87 (IH. s). 
FABMS(pos): 433 [M+H]* 

10 Mj^.: 239-24it: (li^^b^js^ : Mx5^;i.-rv7°pe;i/x-x;i/) 

mmm 1 5 

4- (4- ^ 7 X r.JV) -N- [3- (1 - tr □ U v-iU / -7-^ / ij - ;p] -1 - 1! 




15 ##«»J5Tt#fc 3-(l-tro'Ji^r:;i.^5^;U)-7-^Fy U-;i'7S> :^^:^<h 
4-(4-pt5^;i.:7x-JW tf-^'J v>^&ffil.iT, Hii^ijl 2<i:|5)^G)iif^<£fT5 

'HNMR (DMSO-d^ 6 1.55-1.65 (2H, m). 1.71 (4H. m), 1. 78-1.82 (2H. n). 
2.26 (3H. s), 2.47 (4H. m). 2.72 (IH. m). 2.92 (2H. m). 3.72 (2H. s), 
20 4.31-4.35 (2H. m). 7.09-7.17 (4H, m). 7.73-7.82 (2H. m). 8.07 (IH. s). 
8.15 (IH, d. J = 1.8 Hz). 8.72 (IH. d. J = 1.8 Hz), 8.88 (IH. s). 
FABMS(pos): 429 [M+H]* 
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Sl!,^: 244-24610 (^^{k^^E : i^g|X5^;i.-'r V tr;UX-xJl.) 

^mm 1 6 

4- (4- ^ P P 7 X - -N- [3- (1 - tf □ U i^-Jl -7-=^^ y u - ;n - 1 - tf 



4-(4-^pp7x-;u) e'^'jv><&fflUT, %mm \ ^hn^oy^'^^^-fso 

'HNMR (DMSO-dj) 5 1.56-1. 64 (2H, m). 1.71 (4H. m), 1.80-1.84 (2H, b), 
10 2.47 (4H. m), 2.79 (IH, m). 2.92 (2H, m), 3.72 (2H, s), 4.31-4.36 (2H, 
m), 7.30-7.38 (4H, m), 7.72-7.82 (2H, m), 8.06 (IH. s), 8.16 (IH. s), 
8.72 (IH, d, J = 1.8 Hz), 8.87 (IH, s). 
FABMS(pos): 449 [M+H]* 

M: 249-251'C (^i.^bJ§iK : BtBIX^";!.-^ V^p t!;Ux-x;U) 

15 1 7 

N-[8-^5";i/-3-(l-tfP U VzL)\^i.^)\,)-l-^ J Ux;u][i,r-ii7xx 

;H-4-:^;i.#^+i-5 H 



##^J 7 T'ttfc N-[8-^5^Jl.-3-(l-eP U -yZ.)\,is^)Vt-l-^J gx;|/] J-t 
'HNMR (DMSO-de) 6 1.73 (4H; m). 2.50 (4H. m), 2.67 (3H, s), 3.81 (2H, 



5 
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s), 7.46 (IH. m). 7.53 (2H, m), 7.63 (IH. d, J = 9.0Hz). 7.77-7.88 (5H, 

m), 8.15 (2H. d. J = 8.7 Hz), 8.22 (IH. d. J = 1.8 Hz). 8.88 (IH, d. 
J = 2.1 Hz), 10.28 (IH, s). 
FABMS(pos): 422 [M+H]* 

5 m,^. : 184-1 set: (m^itmm. : i^mx5^;u->r y t!;i.x-r;i') 
mmm i s 



MeO 




10 P^MT^nrc N-[8-^^>li/-3-(l-tf □ 'J v-;i/;^5^;i/)-7-4^/ 'J-;i']7-tr 

'HNMR (DMSO-d.) 6 1.73 (4H, m), 2.50 (4H. m). 2.67 (3H. s), 3.80 (2H. 
s). 3.82 (3H, s), 7.08 (2H. d, J = 8. 7 Hz). 7.62 (IH, d. J = 8. 7 Hz), 
15 7.74 (2H, d, J = 8.7 Hz), 7.83 (3H, m), 8.12 (2H, d. J = 8. 4 Hz). 8.21 
(IH, d. I = 2. 1 Hz). 8.88 (IH. d. J = 1.8 Hz). 10.23 (IH. s). 
FABMS(pos): 452 [M+H]^ 

a^: 210-213'C (f^^imm:m^:r^)\^-(Vfa}d)l:L-7-)\.) 

mmm 1 9 

20 4' - 7;i/^ D-N- [8-^ 5^;u-3- (1- tr p 'J v-ju/ 5^;i.) -i-^ j u - ;n [1 . 1 ' - 
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'HNMR (DMSO-dj) 5 1.73 (4H, m), 2.50 (4H. m). 2.67 (3H, s), 3.80 (2H, 
5 s), 7.35 (2H. m). 7.62 (IH. d, J = 8. 7 Hz), 7.81-7.87 (5H, m), 8.14 (2H. 
d, J = 8.1 Hz). 8.22 (IH. d. J = 1.8 Hz), 8.88 (IH. d, J = 1.8 Hz), 10.28 
(IH,' s). - - 

FABMS(pos): 440 [M+H]* 

186,^: 220-222'C (^Sft^i« : B^i?X5^;U-'f y tf;ux-x;i') 
10 MMM 2 0 

4'-/9";u-N-[8-><5";i/-3-(i-t:P 'J vn;i/p^^;i,)-7-4^/ u 
7x-;i/]-4-;0;UxH+-9-^ H 




P^m 7 T#Ac N-[8-^5^;W3-(i-eo >j vfii;i/pC5^;u)-7-+y u -;i/]7-lr 

'HNMR (DMSG-dj) (5 1.72 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 2.67 (3H, 
s). 3.80 (2H, s). 7.34 (2H, m), 7.61-7.72 (3H, m). 7.81-7.85 (2H, m), 
7.93 (IH, d, J = 8.1 Hz), 8.13 (2H, d, J = 8. 1 Hz), 8.20 (IH, m), 8.88 
(IH, d, J = 1.8 Hz), 10.27 (IH, s). 
FABMS(pos): 436 [M+H]» 

MM. : i77-i79t: (m^itmm : mmx^ji-^ y yp tr;ux-7-;u) 
mmm 2 1 

4 • - ^ □ □ -N- [8- ^ 5";i.-3- ( 1 - tf P u V X ji/ ^;u) -7-^ y g - ji/] [ 1 . r - b* 
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cr ^ 

5 'H NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m), 2.67 (3H, s). 3.81 (2H. 
s), 7.57 (2H, d, J = 8.7 Hz). 7.62 (IH, d, J = 9.0 Hz), 7.81-7.89 (5H. 
m). 8.15 (2H, d, J = 8. 1 Hz). 8.23 (IH. s). 8.88 (IH. d. J = 2. 1 Hz). 
10.29 (IH, s). 
FABMS(pos): 456 [M+H]* 

10 1$.^: 227-229'C (ig^fbM : Mx5^;i/-'f V7'D tr;ux-x;i.) 

mmm 2 2 

4'-^ □ □-N-{3-[(i^x5";U75 y ) /5^>;U]-6-^ h^iy-l-^y 'J X 



15 4'-^^DD[l.r-t:-7x-;H-4-*;U/}^>i? (lOOmg, 0. 430mmol) h ^ t 
KD77> 5inl izmrnVfc. ^mm\zmt:t^-^^J )V (0.0375inl, 

o.43oinmoi)t DMF I m^Mi^. ^tsTi. smmmwLtzo Kmm^mEET 
m^vxmzmn^i^^^ dmf ( i m i )izmmL. 1 3 t-^^ 3-[(v 

X5=-;i'7= y)^5";W-6-^ h^i^-l-^y Ux;i<'75>(llliDg, 0.430inmol) 

20 (DM? (\B\)m^t. hVX^)V72.> (0.0719nil, 0.516ininol)<&j!]nA, ^jfi 

r4mmmwvrc, s^&f^tcMx^^;!/ 20ini ^ta^. m^tio^hyi^mm 

lOml <i:ISlD*l&7K 5inl (DM'^mM. ^l/iTtSfP:tM7X 10ml <i:7X lOml OB 




MeO 
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'H NMR (DMSO-dj) 6 1.02 (6H, m). 2.50 (4H, m), 3.71 (2H. s), 4.02 (3H. 
5 s). 7.50 (IH. s), 7.58 (2H. d. J=8.3Hz). 7.81 (2H. d, J-8.5), 7.87 (2H, 
d. J=8.3Hz). 8.10 (3H, m), 8.63 (IH, s). 8.69 (IH, s), 9.65 (IH, s). 
FABMS(pos): 474 [M+H]* " ' 
m^: 27lt:(dec.) (ifci^^ii : B^Kx^;i/->f yyoejUx-T^;!.) 

^mm2 3 

0 4' □ D-N- [6-p^ h + v-3- (1 - tf □ u ^ -7-+ y 'J - ;p] [i , r - 




'H NMR (DMSO-dj) 6 1.72 (4H. m), 2.50 (4H, m), 3.76 (2H, br s), 4.02 
(3H. s). 7.50 (IH, s), 7.58 (2H. d, J=8.5Hz). 7.81 (2H, d, J=8.5), 7.87 
(2H. d. J=8.5Hz). 8.10 (3H. m), 8.64 (IH, s), 8.69 (IB, d, J=2.0Hz), 
9.65 (IH. s). 

FABMS(pos): 472 [M+H]* 

m^: 27]'C(dec.) (^tl^^iK : i^isx^;i/-< y t'd tr;ux-x;i.) 

4'-i7DO-N-[6-/ h4i^>-3-(i-tr/^^ij rj [ij*. 

tf7xx;W-4-;*;i,3l^^it5 K 
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5 'H NMR (DMSO-dj) 6 1.40 (2H, m), J. 52 (4H, m), 3.62 (4H, m), 3.62 (2H, 
br s), 4.02 (3H, s). 7.50 (IH. s), 7.58 (2H. d, J=8.5Hz), 7.81 (2H, d, 
J=8.5), 7.87 (2H, d, J=8.3Hz), 8.11 (3H, m), 8.64 (IH, s), 8.67 (IH, 
m). 9.65 (IH. s). 
FABMS(pos): 486 [MIH]' 

10 m,^.: 236'C(dec.) (»M : B^^X5";|/-'f V^P fcf;PX-T-;i') 

mmm2 5 - 

4'-:i7DD-N-C6-;^DP-3-(l-t?D'Ji^x;i//5^;W-7-+y U-JWEl.l'-tf 




15 m^mi 8t#;^c6-:J7OD-3-(i-ep'J>'n;p^^;0-7-^yU-;i/75> 

'H NMR (DMSO-dj) 6 1.73 (4H, m). 2.50 (4H, m), 3.80 (2H. br s). 7.58 
(2H, d, ]=8.5Hz). 7.82 (2H, d, J =8. 5), 7.89 (2H, d, J=8.3Hz). 8.14 (2H, 
20 d. J=8.3Hz), 8.28 (3H, m). 8.88 (IH, d, J=2.0Hz). 10.33 (IH, s). 
FABMS(pos): 476 [M+H]* 

St,^: 188'C(dec.) (l5t#M : I^Sx^^;!.-^ v:/p tf;i'X— r;U) 



wo 03/035624 



144 



PCT/JP02/11045 



mmm 2 e 

1- [ (8-/ ^'^-T- { [(4' . r - 1: -7 X )V) * - ;H 7 s 




5 1) ^WJ2 o-r#fc 4'-^5";i/-N-[8-^5^;u-3-(i-trp'j 

;u) -7-^ y 'J [1 . r - 1' 7 x ;U3j^4^-tJ- ^ H (somg, 0. n smmo 1 ) 

(23.8mg. 0. 172inmol). ^Uumk:L=^)V (O.OlBSml, 0. 172inmol) ^rjJPA. ^ 

;i/;<7 7 ATfili! h , ^Hfe^^ t N- [3- o a ^ -8-> 5^;u-7-^ y 
U-;W-4'-^5";i/[i.r-H7x-;i/]-4-:to;P3j^=^i^-5 K 75mg^#feo 

'HNMR (DMSO-dj) d 2.37 (3H, s). 2.67 (3H, s), 5.04 (2H. s), 7.34 (2H. 
in), 7.69 (3H, in). 7.84 (2H. d. J=8.5Hz), 7.88 (IH, m), 8.13 (2H, d. 
15 ]=8.3Hz). 8.42 (IH, d, J=2.4Hz). 8.99 (IH, d, J=2.2Hz), 10.28 (IH, s). 
2 ) ±ie 1 ) N- [3- {^UU^ ^JV) -8-p^ 5^;U-7-^ 7 U ~M -A'-^ 

5";i'[l.r-t*7xz:;U]-4-:<3;i/jJ^=^1f$ H 75iiig^£DMF Iml iZMM L tz o . 
mizmmtl^JO/^ (H.^m, 0.344inmol). 4-tr^U v>;^7;i^/t^+ij-S K 
,(17.7ing, O.I26iiinol)^Ja^. I 5mf^!Stt^Vrc, KJl^m^zm^JL^-JV 

20 20ini ^in^, m^ti^)^2^7^mm lomi <htsfD:ftit7K smi om^mm. 

T^?nt:i^7K lOml i:7K lOml (Dm^^mmr^^Lfc. «tB^i^EETML. 
^frtBLfei^B^^^mL, @^^X5^;PTt5fe?t^, ^ISIb. ^H^b^^fe 23.0ing 

'HNMR (DMSO-dj) 5 1.59 (2H. m). 1.67 (2H, m). 1.99 (2H, m), 2.07 (IH, 
25 m), 2.37 (3H. s). 2.67 (3H, s), 2.86 (2H, m). 3.67 (2H, s), 6.70 (IH. 
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br s). 7.20 (IH, br s). 7.31 (2H. d. J=7.8Hz). 7.62 (IH, d. J=8.8Hz). 

7.68 (2H. d. J=8.1Hz). 7.82 (IH. d. J=8.8Hz). 7.83 (2H, d. J=8.5Hz). 

8.13 (2H. d. J=8.5Hz). 8.19 (IH. d, J=2.0Hz), 8.86 (IH, d. J=2.2Hz). 
10.26 (IH. s). 
5 FABMS(pos): 493 [M+H]* 

: 287'C (dec. ) m^mi^ : KifX5^;i.) 

^mm2 7 

N-[3-(i-7if/t-;p/^;i.)-7-4^y U :i;i']-4'-^ p o [i, r-t: 7 x- 



'H NMR (DMSO-dg) 6 1.59 (8H. m). 2.64 (4H. m). 3.80 (2H. br s). 7.58 

(2H. m), 7.82 (2H. m). 7.89 (2H, m), 7.98 (2H. m), 8.13 (3H. m). 8.58 
15 (IH, s), 8.83 (IH, m). 10.61 (IH, s). 
FABMS(pos): 470 [M+H]* 

m/^: 204*0 m^mm:mmx.^)\^-^^jzfn\^)i.:L-7-)],) 

N-[3-(i-71f/i-;Up<5";i.)-7-+y U -;u]-4*-^5";p [i.T-h'^x- 
20 ;i/]-4-*;Px}^+u-s K 



Me 



10 
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'H NMR (DMSO-dj) 6 1.59 (8H. m). 2.37 (3H, s), 2.65 (4H. m), 3.81 (2H, 
br s), 7.33 (2H, d, J=8. IHz). 7.68 (2H, d. J=8. IHz), 7.85 (2H. d. J=8.5Hz), 
7.96 (2H, m), 8.11 (2H. d, J=8.5Hz), 8.15 (IH, s). 8.58 (IH, m), 8.83 
5 (IH. m). 10.58 (IH, s). 
FABMS(pos): 450 [M+H]* 

m:^': 209t: (}^^mm : mmx^)i-^ v -fa e;px-x;i') 
^mmz 9 

N-[3-(i-7-tf/i::i;i'^5^;u)-7-^y U-;p]-4'-7;u*D[i,r-f7x- 
10 ;w-4-*;i/jK=^-tt5 K 




'H NMR (DMSO-dg) 6 1.59 (8H, m), 2.64 (4H. m). 3.80 (2H. br s). 7.36 
15 (2H, id), 7.82 (2H, m), 7.86 (2H, d, J=8. IHz), 7.97 (2H. m), 8.12 (2H, 
d, J-8.5HZ). 8.15 (IH, s), 8.58 (IH, s), 8.83 (IH, m), 10.60 (IH. s). 
FARMS (pos): 454 [M+H]* 

m,^. : 202"c m^mm mm:L^)\^--( v -/a tr;i.x-x;i/) 
mmmz o 

20 N-[3-(l-7-fefA-;U>^5"JU)-7-^/ 'J-;U]-4'-^ K + '>[l,r-t*7x- 



MeO 
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mm 1 tmm^i^^n^ zluz^k^. mit^m^mzo 

'H NMR (DMSO-de) 6 1.59 (8H, m), 2.64 (4H, m), 3.80 (2H, br s). 3.82 
(3H, s), 7.08 (2H, d. J=8.8Hz). 7.74 (2H. d. J=8.8Hz), 7.83 (2H. d, 
5 J=8.5Hz), 7.96 (2H, m), 8.09 (2H, d, J=8.5Hz), 8.14 (IH, s). 8.58 (IH, 
m), 8.83 (IH, m), 10.56 (IH, s). 
FABMS(pos): 466 [M+H]* 

Mj^: 21 2*C (dec. ) (ife^^^lK : i^^x5';i/-< V y P tf ;ux-x;i.) 

mmm 3 1 

10 n-[i-i\-7-^n=^}V:A^)V)-i-^/ Ux;H[i,r-t'7x-;p]-4-:*;U4^4^ 
+1-$ H 




##«»J2 orntz. 3-(i-T-fefA-;i/^5";i.)-7-^y ^j:^)U7S.>^m^^x.m 

15 'H NMR (DMSO-dg) 6 1.59 (8H, m), 2.64 (4H. m), 3.80 (2H, br s), 7.44 
(IH, m), 7.52 (2H, m), 7.78 (2H, d. J=7. IHz), 7.88 (2H, d, J=8.3Hz), 
7.96 (2H. m), 8.13 (2H, d, J=8.3Hz), 8.15 (IH, s), 8.58 (IH, ro). 8.83 
(IH, m), 10.61 (IH. s). 
FABMS(pos): 436 [M+H]* 

20 WiA: 205*C(dec.) (i5fe#^ii : B^glX5^;|/-r V fcf JUX-x;P) 

^mm 3 2 

N- [3- (1 -7-1f/tx;i/p( -7-+ y u x;i/] -6- (4-^ p a 7 xx;i.) 
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'HNMR (DMSO-dj) <5 1.58 (8H, m). 2.64 (4H. m), 3.80 (2H, s). 7.61 (2H, 
5 m), 7.96 (2H, s), 8.15 (IH, m), 8.23 (3H. m), 8.47 (IH. dd, J=8.3, 2.4Hz). 
8.58 (IH. s). 8.84 (IH. d. J=2.2Hz). 9.26 (IH, d. J=2.2Hz). 10.76 (IH, 
s). 

FABMS(pos): 471 [M+H]* 

m.^ : 233t (dec. ) (gfe?^^i« : gfi?X5^;U-r y 7°P ^)VX-f-)l^) 

10 mmm 3 3 

N- C3- (1 -7 -if /t-;i/^ -7-^ / u -6- (4-p< ^)Vy x - 3 5^ > 
75 H 




##^J 2 0 T#fc 3- (1 -7ifA°-;P/ -7-^ y u - ;i.7 ^>^m t/iT, H 
15 mm 1 ilplfilO^f^^rfif ^ C J; 0 , ^^^fc'&tiSr^i^o 

'HNMR (DMSO-dj) 6 1.59 (8H. m). 2.39 (3H, s). 2.65 (4H, m). 3.81 (2H. 

s), 7.36 (2H. d, J=8.5Hz), 7.96 (2H, s). 8.11 (2H. d, 1=8. IHz), 8.14 

(2H, d, J=8.5Hz). 8.43 (m, dd. J=8. 5, 2.2Hz). 8.58 (IH. s), 8.84 (IH. 

d, J=2.2Hz), 9.23 (IH, dd, J=3.1, 0.7Hz). 10.73 (IH, s). 
20 FABMS(pos): 451 [M+H]* 

Sl!.^: 23713 (dec.) mwmm : mmx^)\^--( y t'd tf;PX-x;i/) 

mmm3 4 
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N- [3- ( 1 - 7 -tf /I - ;i/ 5" -7- y U - -4- (4- :i7 o D 7 X - ;u) - 1 - hT 




'HNMR (DMSO-d,) (5 1.58 (lOH, m), 1.81 (2H, m), 2.61 (4H. m). 2.78 (IH. 
m). 2.92 (2H. m), 3.75 (2H, s), 4.34 (2H, m). 7.31 {2H. d, J=8.5Hz), 
7.36 (2H. d, J=8.3Hz), 7.74 (IH, dd. 1=1.7, 8.7Hz). 7.80 (IH, d, J=8.7Hz), 
8.05 (IH. s), 8.15 (IH, s), 8.74 (IH, d, J=1.7Hz), 8.87 (IH, s). 
10 FABMS(pos): 477 [M+H]* 

m^: 247*c (dec. ) i^wmm : i^mx^;i.-< y yn tr;ux-x;i') 
nmm s 5 

N- [3- (1 -7-t?/t - ;l/ ^ -1-:^ J u -z-M -4- (4- 7^ 5^;u 7 X - ^P) -1 - tr^ 




##^J2 Ol?f#/i 3-(l-7-t:A-;i./5";i/)-7-:^^y U:i;U75 >SfflliT,ll 

'HNMR (DMSO-dj) 5 1.58 (lOH. m), 1.80 (2H, m), 2.26 (3H, s). 2.61 (4H, 
id), 2.72 (IH. hi). 2.91 (2H, m). 3.75 (2H. s), 4.32 (2H. m), 7. II (2H. 
20 d, J=7.8Hz). 7.15 (2H. d, J=8.3Hz), 7.74 (IH, d, 1=8. 5Hz), 7.80 (IH, 
d. J=8.3Hz). 8.05 (IH. s). 8.15 (IH. s), 8.75 (IH. s). 8.86 (IH. s). 
FABMS(pos): 457 [M+H]* 
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Mj^: : 240t: (dec. ) mwmm : i^^X^;U-r V 

mmm 3 e 

4'-^ h^->-N-C6->^;i/-3-(i-eD u v-;u^^;i.)-7-=^^y unju] [i, ^- 
t'7x-;^]-4-;^;^4^=^-1^•5 H 

Me, ^ ^ ^ ^ 



5 MeO 

1 4' h ^ [1 . r - 1: 7 X - -4-;^;U7}? >^S:ffl v^t. ^ii^ 1 1 mmo) 

'H-NMR (CDCI5) 5 i;80 (4H, m), 2.52 (3H, s), 2.55 (4H. m), 3.77 (2H, 
10 s), 3.86 (3H. s), 7.00 (2H. d, J = 8.8 Hz), 7.57 (2H, d, J = 8.8 Hz). 
7.62 (IH, s), 7.67 (2H, d, J = 8.0 Hz). 7.97 (2H. d, J = 8.0 Hz), 7.97 
(2H, m), 8.74 (IH. s), 8.82 (IH. d, J = 1.8 Hz). 

istt,^ : 194 - 198 r immitmm : s^i?x^;u-'rvyotf;i/x— r;i/) 
mmm 3 7 

15 4'-7;p^D-N-[6-pt^;i'-3-(i-tfPU v-;i//^;p)-7-:^^y uxju] [1. r- 
t:7x-;H-4-:^;U5j^4^-t^-5 K 




##0ij2 i-c^e>nfc 6-^5";u-3-(i-trou>'x;i.^5";u)-7-4^y u-jut 

s.>t 4'-7;i'^a[l.l'-h*7xX)H-4-:^;i/4^>i^^fflt.iX,lli£^Ji tiwi 

'H-NMR (CDClj) 6 1.82 (4H, m), 2.53 (3H. s), 2.56 (4H, m), 3.78 (2H, 
s), 7.12 - 7.22 (2H, m). 7.54 - 7.72 (5H, m), 7.94 - 8.04 (4H. m), 8.75 
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(IH, s), 8.83 (IH, d, J = 1.6 Hz). 

Sl!.^: 182 - 187 t: (B^imm: mmx^J\^-^ VZfD\^)lJL-f)l^) 

mmms s 

4'-pC5^;U-N-[6-p^^;i/-3-(l-trP U i^~)i^:^=^)l)-l-^/ [1. 1'-t: 

5 7x-;i.]-4-;^;UjH+1j-5 F 



Me 




10 'H-NMR (CDCI3) 6 1.81 (4H, m), 2.42 (3H. s), 2.54 (3H, s). 2.56 (4H, 
m). 3.78 (2H, s), 7.29 (2H, d. J = 8.0 Hz), 7.54 (2H, d, J = 8.0 Hz), 
7.63 (IH, s). 7.72 (2H, d. J = 8.4 Hz). 7.97 (2H. m), 7.99 (2H. d, J 
= 8.4 Hz), 8.76 (IH, s), 8.83 (IH, d. J = 1.8 Hz). 

m,^: 191 - 193 1: im^imm: mmx^}i^-^vfaE)\,jL~-f-)V) 
15 ^mm 3 9 

4' - □ D-N- [6-:^ (1 - tf D 'J V - ^^jw -7-:^ y u u] [i , r - tf 
7x-;i/]-4-;<3;i'7H4^lt$ H 




P^m 2 1 Tt# e> nfc 6-^ 5";i/-3- (1 - tf p 'J - -7-^ y <j - ^7 

'H-NMR (CDCl,) <5 1.82 (4H, m), 2.55 (3H, s), 2.57 (4H. m), 3.79 (2H, 
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s), 7.40 - 7.49 (2H, m). 7.54 - 7.72 (5H. m). 7.90 - 8.04 (4H. m), 8.76 
■ (IH. s), 8.84 (IH, d, J = 2.2 Hz). 
7tm^^ C„HjsNjC10 <i:LT 

tf^ffl: C, 73.75; H, 5.75; N, 9.22; CI, 7.78. 

5 mmm: C 73.47; H. 5.64; N, 9.12, CI, 7.82. 

^mm4 0 

6- (4- ^ 7 X - ;|/) -N- [6- ^ ^;P-3- (1 - e □ 'J V - jl- ^ -7-+ y u - 




'H-NMR (CDCI3) (5 1.82 (4H, m), 2.44 (3H, s), 2.55 (3H, s), 2.57 (4H. 
15 m). 3.79 (2H, s), 7.33 (2H. d. J = 7.6 Hz). 7.65 (IH. s). 7.87 (IH. d. 
J = 8.6 Hz). 7.95 - 8.04 (4H. m). 8.33 (IH. dd. J = 2.2, 8.6 Hz), 8.75 
(IH, s), 8.85 (IH. d. J = 2.2 Hz), 9.19 (IH. d. J = 1.6 Hz). 
Mj^: 214 - 218 "C (i^a^b^lS: il^x5^;i/— < y tf;i.x-x;U) 

^mm4 1 

20 6- (4-^ P O 7 X x;i/)-N- [67^ If □ ij iy-JU:/^. ^ M -7-^ y U X 
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2 1 •vn'otltz 6-^5^;P-3-(l-trD 'J z^-)\^:^^M-7-^y ^}—)V7 

'H-NMR (CDCI3) a 1.82 (4H, m), 2.55 (3H, s), 2.57 (4H, m), 3.79 (2H, 
5 s). 7.49 (2H, d. I = 8.8 Hz), 7.66 (IH. s), 7.87 (IH. d, J = 8.4 Hz), 
7.97 - 8.07 (4H, m), 8.35 (IH, dd. J = 2.6, 8.4 Hz), 8.74 (IH. s). 8.85 
' (IH, d, "j = 2.2 Hz), 9.20 (IH, d, J = 2.0 Hz). 
m^: 232 - 237 t: (i^S^b^iS : mk:n^)V—(VZfu\^)VJL-y^)V) 

10 1 - [ (7- { [ (4' - 7 ;U:t □ [ I , r - f 7 X -4-r )V) tl )Vt^:=.}V] 7 5 7} -3-^ 




[\.V -My x.-)V']-\-ts)Vif^^'^z, K(150 rag, 0.384 minol), 4-tf^Uv> 
;^;i'5j^+-tf5 H (68. 0 mg, 0. 531 mmol) tm^tl (73. 0 mg, 0. 528 mmol) 

(Z)vp^5^;^7J^;^A7$ H (2.0 mi) mm^-^i^x 2 mmwhtz. Kj^mz 
7^- mmmm-.m^ji^M \z^m%hs mmit^^m (43.8 mg) 

'H-NMR (DMSO-d^) 6 1.50 - 1.76 (4H, m). 1.91-2.12 (3H, m), 2.87 (2H, 
Di), 3.64 (2H. s). 6.73 (IH. s), 7.22 (IH, s), 7.34 (IH, d, J = 8.8 Hz), 
7.38 (IH. d, J = 8.8 Hz). 7.80 - 7.90 (4H, m), 7.98 (2H, s). 8.13 (2H, 
d. J = 8.4 Hz). 8.15 (IH. s), 8.60 (IH, s). 8.81 (IH, d, J = 1.8 Hz). 
10.62 (IH, s). 
FABMS(pos): 483 [M+H]* 
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M: 261 - 265 im^itmm: B®?X5^;U->r y >^D fcf;i,x-x;U) 

N- (3- 1 [3- (T-fe5^;i'7 5 y ) -1 - tf □ U v-;u] ^ -7-:^ y >j -4" -7 
;u:fD[i.i'-e7x-;u]-4-*;i/3}^4^-y-s H 




##0i|2 21^n^nrz N-[3-(^DD>5^;U)-7-^^ / 'j-;P]-4'-7;i/;i-D 
[1, r-l:7x-;W-4-:^;P5j?^^1i-5 Ht N-(3-trD >J vr.;i/)7-lr h75 H$ 

'H-NMR (DMSO-dj) 5 1.57 (IH, m). 1.78 (3H. s), 2.11 (IH, m). 2.31 - 
10 2.84 (2H, m). 2.65 - 2.75 (2H, m), 3.78 (2H, s). 4.16 (IH. br), 7.34 

(IH. d, J = 8.8 Hz). 7.38 (IH. d, J = 9.2 Hz). 7.80 - 8.06 (7H, m). 8.11 

(2H, d. J = 8.4 Hz). 8.13 - 8.19 (IH, m), 8.61 (IH, s), 8.83 (IH, d, 

J = 2.0 Hz), 10.63 (IH, s). 

FABMS(pos): 483 [M+H]* 
15 m.^.: 250 - 253 *C (i^feibM : WX^;i/— T V ejPX-x^l') 

^mm 4 4 

N- [3- ( {4- [2- {JL^)V7 5 y ) -2-;*-+ y X5";U] -1 - tf^ U >?x;n ^ 5^;i/) -7- 
Ux;i/]-4'-7;P:tD[l,r-h'7xx;i/]-4-;;!j;i/jil^:^t»-5 K 



20 0^m2 z-vn^titc n-[z-(^an^^)V)-7-^y i)-)\,]-A'-y)i^n 
[i.r-t:7xx;i.]-4-*;i/:i^^-y-s Hi N-x5^;p-2-(4-tr'^'j>'x;i/)7-t 
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'H-NMR (DMSO-dj) 6 0.97 (3H, t, J = 7.2 Hz). 1.06 - 1. 27 (2H. m). 1.52 
- 1.76 (3H. m), 1.91 - 2.12 (4H. m), 2.73 - 2. 87 (2H. m). 3.03(2H, q. 
J = 7.2 Hz). 3.61 (2H. s), 7.34 (IH. d. J = 8. 7 Hz), 7.36 (IH. d, J = 
5 9.0 Hz). 7.72 - 7.89 (5H. m), 7.91 - 8.03 (2H. m), 8.08- 8.15 (3H. m), 
8.58 (IH. s). 8.79 (IH. d. J = 2. 1 Hz), 10.61 (IH. s). 
FABMS(pos): 525 [M+H]* 

1**: 224 - 227 *C (i^^«ii : »^X5";i.-< V^D e;Px-x;i.) 

mmm4 5 

10 4' - 7 D-N- (3- { [4- ( t K O '> ^ ^;i/) -1 - If ^ ij v - /. J- 

J u ~)V) [1 . r - e 7 X -M -A-ti 5 K 




##0iJ2 2-C|§e.nfc N-[3-(^D0^5^;i/)-7-=|^y U-;i/]-4*-7;i/:t-0 
[l.r-t*:7x-JW-4-;*7;i/4?+-li-5 K<h 4-e^Ui^>pC^y-jUS:fflliT. 

'H-NMR (DMSO-de) 6 1.00 - 1.46 (3H. m). 1.64 (2H, m), 1.96 (2H. m), 
2.85 (2H. Di), 3.25 (2H. t. J = 5.2 Hz). 3.63 (2H. s). 4.43 (IH, I. J 
= 5.2 Hz). 7.33 (IH, d, J = 8. 8 Hz). 7.38 (IH. d. J = 9.0 Hz). 7.78 - 
8.03 (6H. m). 8.08-8.18 (3H. m). 8.60 (IH. s). 8.80 (IH. d. J = 2.0 
20 Hz), 10.63 (IH, s). 

FABMS(pos): 470 [M+H]* 

m.^: 191 - 195 X: im^imm: mmJL^JV-^VZfnEJUJL-y^A) 

mmm 4 e 

4'-7;U:tP-N-(3-{[4-(2-t K n^i>X5";U)-l-|f ^ij jp] ^5^;p}-7- 

26 +y'Jx;i.)[i.r-b'7xx;i.]-4->!j;Wjl^^lf$ H 
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. [l,rre:7.x-;i,]-4-;<7;i,:i^:^-t)-5 2-(4-tf'^<J >?-;P)Xi$^y-;US:ffl 

5 'H-NMR (DMSO-de) <5 1.03 - 1.52 (5H, m). 1.62 (2H, m). 1.97 (2H. m), 
2.83 (2H. m), 3.43 (2H, q, J = 5. 2 Hz), 3.62 (2H, s). 4.33 (IH, I. J 
= 5.2 Hz), 7.33 (IH. d, J = 8.8 Hz). 7.38 (IH, d. J = 8.6 Hz), 7.78 - 
8.03 (6H, m), 8.08 - 8.18 (3H, m), 8.60 (IH. s), 8.80 (IH. d. J = 2.0 
Hz). 10.62 (IH. s). 
10 FABMS(pos): 484 [M+H]' 

m.^.: 193 - 196 t: : l^i?X5^;i.-< y 7°P tf;ux-x;i/) 

N- [3- ({4- [4- (X^;i/7 5 / ) -4-:t+ V ZT^M-X- fcf ^ U vx;H 

'Jx;u]-4'-:7ji/;i-p[i.i'-h*7xx;u3-4-:<7;P3}?:^-!J-5 h* 




##^J2 2-C#5.nfc N-[3-(i^PP^^JP)-7-^yUx;i/]-4'-7;U*P 
[i.r-h*7xx;i/]-4-;^;pji^+lfa N-x5^;W4-(4-tf^'j>'x;i.):;^i$' 

20 'H-NMR (DMSO-de) 6 0.98 (3H, t. J = 7. 2 Hz), 1. 06 - 1. 26 (5H. m). 1.42 
- 1.70 (4H, m). 1.88 - 2.06 (4H, m), 2.83 (2H. m). 3.05 (2H. q. J = 7.2 
Hz). 3.62 (2H, s), 7.33 (IH. d. J = 8. 8 Hz). 7.38 (IH. d, J = 8.8 Hz). 
7.70 - 7.92 (5H. m). 7.94 - 7.99 (2H, m). 8.08-8.18 (3H. m). 8.59 (IH. 
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s), 8.79 OH. d, J = 2.2 Hz). 10.61 (IH, s). 
FABMS(pos): 553 [M+H]» 

5 N-[3-({4-[2-(x5^;i'7^ y)-2-:t^yx h^v]-i-e^'j 

-7-=!^ y u x;i/] -4' - □ [1 . r - k* 7 X - -4-* K 




##^J2 2T"^#^.nfe N-[3-(^ODpi5';i/)-7-=t^/ U -;U]-4'-7;W:tO 
[l.r-t'7xx;P]-4-;^;i/z}^++)-$ Hi: N-x5^;u-2-(4-bf'^U vxd^^^v) 

FABMS(pos): 541 [M+H]* 

m.^: 228 - 230 *C iU^itmm: B^B§X5^;P-^ y fcf;i/X-x;i.) 

mmm4 9 

15 4-yD^-N-[6-7;i':ta-3-(i-tfPUv-;i//5^;i/)-7-:^y 'Jx;H'^>X 
7= h* 



2 5 6-7;U:tP-3-(l-tf D U U x;i/ 



'H-NMR (DMSO-dg) 6 1.73 (4H, m), 2.50 (4H, m). 3.78 (2H. s). 7.78 (2H. 
d. J = 8.4 Hz). 7.89 (IH. d. J = 11.1 Hz). 7.95 (2H, d. J = 8.4 Hz), 
8.22 (IH. s), 8.33 (IH. d. J = 7.5 Hz), 8.82 (IH, d. J = 1.8 Hz). 10.47 




20 



tz 
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(IH, S). 

m.^: ii9-i2it: m^itmm l^igx5^;u-<yyDtf;i/x-7-;W 

4*-7;|/:f □-N-[6-7;l':tD-3-(l-t!D 'J ~)V ^ ^ y U - 

5 ;U][i,i'-t:7i-;u]-4-:tj;u4^:^-it= H 



mMm4 9-e#e>nfc A-':fu^-n-[6-y}V:tn-i-{\-\fa^)z^~)V^9- 
)l)-T-=^/f)=:.)l]^yX7S.]^ (lOOmg, 0.233miDol) , 4-7;i'^P7xli;i' 
4^a>i? (65.3ing, 0. 46781100 1) t 2 ^^i^i?::M- 'J A (0.233ml) (D\,2- 
10 vp^h + >/XiS'> (3ml) mmz'rh^^XhVy:c-)[^^Xy-(>/'^yi^O 
A (8.1mg. O.OOTmiDoI) 90t:TJjOA, ^^HB^TT 1 6B#Mj!^L;fc. 
S;S^S:Wi?x5^;H?f&f?^. iE7K«Jiiil:^-hU'>A-e^iSILfc. #f,nfca 

Mx5";wv-fv:;^atr;i/x-^;i/ (i : 5) Tmmzr^:it\zj^O, 

15 M'fb'&^l (55.2ing) ^mtzo 

'H-NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m). 3.80 (2H, s). 7.36 (2H, 

m). 7.82-7.93 (5H, m). 8.12 (2H. d. J = 8.4 Hz). 8.23 (IH, s). 8.37 (IH, 

d. J = 8. 1 Hz), 8.83 (IH. s), 10.45 (IH, s). 

MM, : 198-200*C i^^itmU : B^Kx^jW^ V tf;i.X-x;i/) 
20 FABMS(pos) 444 [M+H] + 

mmm 5 1 

4' -i? □ O-N- [6- 7 □ -3- (1- tr □ U i;x;i// 5^;i/) -7-^ / 'J XJU] [1,1'- 

f7xx;p]-4-*;i.7t?+ij-5: h* 
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• MMm4 dUmibtltz 4-yDqE-N-[6-7;i';i-D-3-(l-tro«Jv-;i/pC5^ 

'H-NMR (DMSO-dj) 6 1.73 (4H. m).. 2.50 (4H. m), 3.80 (2H. s). 7.60 (2H, 
5 d. J = 8.4 Hz). 7. 80-7.94 (5H. m), 8.13 (2H. d. J - 8. 4 Hz). 8.23 (IH, 
s), 8.37 (IH. d. J = 7.6 Hz). 8.83 (IH, s), 10.46 (IH. s). 

M : 2i8-220'c (f^^imm : mmx^)v-^ vfn tr;i/x-x;u) 

FABMS(pos) 460 [M+H] + 

mmm 5 2 

10 N-[6-:7;i.;f p-3-(i-tfo'j v-;i/^5^;i/)-7-=^y U:i;u] [i,r-k*7x- 

;l/]-4-;^;U7j^++f-5 H 



^tkM4 4-:/D^-N-[6-7;P:rP-3-(l-hfDU>'-;i/;<5^ 

'H-NMR (DMSO-de) 6 1.74 (4H, m), 2.50 (4H, m). 3.79 (2H. s). 7.44 (IH. 
d. J = 7.2 Hz). 7.52 (2H. in), 7.77 (2H. d, J = 6.9 Hz), 7.89 (3H, m), 
8.12 (2H, d, J = 8.4 Hz). 8.23 (IH. s). 8.37 (IH, d, J = 7.5 Hz), 8.82 
(IH, s). 10.42 (IH, s). 
20 BS,^ : 206-208t; (m^imm : m^X^'JV-^ V^U tr r;P) 
FABMS(pos) 426 [M+H3+ 

%mm 5 3 

N-[6-:7;i/:ta-3-(i-eo 'J v-)U^^;i/)-7-^^y u -;i/]-4'-pt v^i/ 
[1. r-f7x-;i/]-4-*;i/3j?=<^1j-S K 
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t\z^D. ^mit-^'^^ntc, - - - - 

5 'H-NMR (DMSO-ds) 6 1.73 (4H, m), 2.50 (4H. m), 3.79 (2H, s), 3.82 (3H. 
s), 7.07 (2H, d, J = 8.4 Hz), 7.74 (2H. d. J = 8.4 Hz). 7.82 (2H. d, 
J = 8.4 Hz), 7.90 (IH. d, J = 11.1 Hz). 8.08 (2H, d. J = 8.4 Hz), 8.22 
(IH. s), 8.36 OH, d, J = 7.5 Hz), 8.82 (IH, d. J = 1.5 Hz). 10.39 (IH, 
s). 

10 m.^. : i84-i86r (^^^mimm : mmx.^)i^-( y yo tf;i/x-x;i/) 

FABMS(pos) 456 [M+H3+ 

N- [6-y)U:t o -3- (1 - tf □ u ^ -7-=*^ yj -4' - / [1 , 1 ' - 
e7x::i;H-4-*;i/jH=^^lJ-5 H 




^mm4 9T#e>nfc 4-:/Pt-N-[6-7;i/:tP-3-(l-tfaU>?->'I/^5^ 

'H-NMR (DMSO-dj) 6 1.74 (4H. m), 2.37 (3H. s). 2.50 (4H, m), 3.80 (2H, 
20 s). 7.32 (2H. d. J = 8.4 Hz). 7.68 (2H, d. J = 8. 1 Hz). 7.84 (2H. d. 
J = 8.4 Hz). 7.90 (IH. d, J = 11.1 Hz), 8.10 (2H. d, J = 8.7 Hz). 8.22 
(IH. s), 8.36 (IH. d. J = 7.8 Hz), 8.83 (IH. d, J = 1.5 Hz). 10.40 (IH. 
s). 

: 202-204t: (^^itmm : mWtJi^JV-^ V^D fcf>»l/X-xJU) 



wo 03/035624 



161 



PCT/JP02/11045 



FABMS(pos) 440 CM+H]+ 

^mm 5 5 

N- [6- 7 □ -3- ( I - 1! □ U v-JP / -1-^ J U ^)V\ -4' - ( h 'J 7 Jl/^f 
D / =^-)V) [1 . r - f7 X -K-^)\/its^^ 5 H 



iliS««J4 9tr#e>nfc 4-yD^-N-[6-7;i':tD-3-(i-if P 'J v^;^^5=• 
'H-NMR (DMSO-dj) 5 1.73 (4H, m), 2.50 (4H, m), 3.80 (2H, s), 7.85-8.02 
10 {7H, m). 8.15 (2H, d, J = 7.2 Hz), 8.22 (IH, s), 8.37 (IH, d. J = 7. 2 
Hz), 8.82 (IH, s), 10.47 (IH, s). 

1$,^ : 209-2 12t: (^^«l« : Mx^;i.-f V tf;i'X-x;P) 
FARMS (pos) 494 [M+H]+ 

%mm 5 6 

15 N-[6-7;i/:tD-3-{i-tro u v:L)\,:^^)Vi-i-^ J u-;u]-4'-( h 'J -jyx^-^ 
p^ h^v) [1. i'-e7x-;H-4-;^;i/Jl?:^^-tj-5 H 



^ig«aj4 9T#e)nfc 4-:/D^-N-[6-7;U:^-P-3-(l-ePU>?3:;P^5^ 

20 t.\zi.y). ^mt^m^mtz. 

'H-NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m), 3.80 (2H. s), 7.50 (2H, 
d, J = 8.1 Hz), 7.90 (5H, m). 8.13 (2H, d, J = 7.8 Hz), 8.22 (IH. s), 
8.37 (IH. d, J = 7.5 Hz). 8.82 (IH, s), 10.44 (IH. s). 




5 



F 
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FABMS(pos) 510 [MiH]i 

mmm 5 ? 

4- :/ □ ^-2- :7 D -N- [6- 7 D -3- (I - tf □ u V ^ -7-^^ y u 
5 :z)l]K>X7S.\^ 




10 'H-NMR (DMSO-dj) 6 1.72 (4H, m), 2.50 (4H. m), 3.78 (2H. s), 7.59 (IH, 
dd. I = 2. 1, 8.4 Hz), 7.73 (IH. d, J = 8. 1 Hz), 7.78 (IH, d, J = 8. 1 
Hz). 7.90 (IH, d, J = 8.4 Hz). 8.21 (IH. s), 8.61 (IH, d. J = 7.5 Hz), 
8.82 (IH, d, J = 2. 1 Hz), 10.50 (IH, s). 
jH,^ : 149-151*0 if^^imm : g^^X^;i'-i' v:/o fc!;i.X-x;U) 

15 mmm 5 s 

3-7;U:t D-N-[6-:7;i.;r P-3-(l-tf D U v X ;|/ p( 5" ;|/)-7- ^ / U X 



mmmS l-V'^^ntc 4-yDt-2-7;i':^-0-N-[6-7;U:tO-3-(l-trP>J>' 

'H-NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m), 3.79 (2H. s), 7.45-7.57 
(3H. s). 7. 69-7.94 (6H, m), 8.22 (IH. s). 8.65 (IH. d. J =8.0 Hz), 8.82 
(IH, d, J = 2.2 Hz). 10.39 (IH, s). 
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a* : 163-164'C m^itmm : Mx^'JU-f y T'D t!;i/X-x;i/) 
FABMS(pos) 444 [M+H]+ 

3- y P-N- [6- 7 P -3- (1 - hf □ U =^)V) -7-^^ y U - -4' - 

5 ;< h+>'[l.r-k*7x-;l/]-4-;^;i/4^:^^1j-5 H 



MeO 

^mm^ TQn^ntc 4-::^P^-2-7;i/:tP-N-[6-7;P:tP-3-(l-tfP>JS^ 

10 'H-NMR (DMSO-de) 6 1.74 (4H, m). 2.50 (4H, m), 3.83 (5H, m), 7.07 (2H, 
d, J = 9.2 Hz), 7.68-7.94 (6H. m). 8.22 (IH, s), 8.65 (IH, d. J = 7.4 
Hz), 8.84 (IH, s), 10.32 (IH. s). 

: i74-i76*c (m^itmm mx^^u-rvyptfjux-x;!/) 

FABMS(pos) 474 [M+H]+ 



15 . mmm 6 0 

3,4'-x7;i/^n-N-[6-7;i'^p-3-(i-t:p ij v-;i//^;u)-7-:^y ux 
;p] [1, r-h*7xx;i/]-4-;^;i.4^^-y-a H 



^Mms 7T#e>n/S: 4-:/P^-2-7;P:tP-N-[6-7;i/:tP-3-(l-tfD'J V 

'H-NMR (DMSO-dP a 1.73 (4H, m), 2.50 (4H, m), 3.79 (2H, s). 7.36 (2H, 
m), 7.71 (2H. in), 7.88 (4H. m), 8.22 (IH, s), 8.64 (IH. d, J = 7.4 Hz). 
8.82 (IH, d, J = 1.4 Hz), 10.39 (IH. s). 





F 
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m.^ : 200-202t: (^Mmu : i^Kx5^;i/-^ vzfo e^Px-^jU) 

FABMS(pos) 462 [M+H]+ 

mmm e i 

3- 7 o -N- [6- 7 JU^t p -3- (I - 1! □ U vx;u -7-:^ y u - -4' - 
5 ;<5";u[i.i'-t*7xx;u3-4-:^j;i'7}^^^+i-a H 



mmm5 7x*n^nrz 4-yot-2-7;p:tD-N-[6-7;i^^D-3-(i-eD»j v 

10 'H-NMR (DMSO-de) d 1.73 (4H, m), 2.37 (3H. s), 2.50 (4H, m). 3.79 (2H, 
s). 7.33 (2H, d. J = 8.2 Hz), 7.69 (4H, m), 7.88 (2H, m), 8.21 (IH, s), 
8.64 (IH. d. J = 7.6 Hz), 8.82 (IH, d, J = 2.2 Hz), 10.34 (IH, s). 

: i79-i8it: {^^itrnm : l^mx^^;!/-^ vyptf;i^x-x;i') 

FABMS(pos) 458 [M+H]+ 

15 mmm e 2 

4'-^OD-3-7;i/:ta-N-[6-7;i/:tD-3-(l-eD>J v-;l'pC5^;l.)-7-+y ij 

xjH[i,r-t*7xx;i/]-4-;^;i/7i^:^^-tl-^ H 



mg^ys 7-e#e>tlfc 4-^Pt-2-7;UpfO-N-[6-7;U:tP-3-(l-fcfPU V 

'H-NMR (DMSO-dj) 6 1.73 (4H. m). 2.50 (4H, m), 3.78 (2H, s), 7.58 (2H, 
d, J = 8.4 Hz), 7.73-7. 93 (6H, m), 8.21 (IH, s). 8.65 (IH. m). 8.82 (IH, 
s). 10.40 (IH, s). 




F 



Me 
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FABMS(pos) 478 [M+H]+ 

mmm e s 

4_^o:e_N_[6_(i-eoij -:^i:;u)-3-(l-t!DUi^:^;i/>^5^;l')-7-+/ ^jz. 
5 '^>X7S H 



2 7 Tften;^ 4-:/D^-N-[3-Ji^;i^5;i/-6-(i-tf □ u 

10 'H-NMR (DMSO-dj) 6 1.72 (4H. m). 1.89 (4H, m), 2.49 (4H, m), 3.30 (4H, 
m), 3.71 (2H, s). 7.19 (IH, s), 7.76 (2H, d. J = 8.4 Hz). 7.91 (IH. s), 
7.96-7.99 (3H, m), 8.55 (IH, d, J = 2.1 Hz), 10.17 (IH, s). 
MM.: \n-\nx: (^Bimm:mmx^)\.-'i^J'fn\^)\.:L-^M 
ESI(pos) 480 [M+H]+ 

15 mmm e 4 

4" - 7 □ -N- [6- (1 - tf o u -3- (1- tf □ U ^ -1-^ J 'J 



Z-Q'^hW-tz. 4-yo^-N-[6-(l-hrD U ^y-M-l-iX-Mu U 
•H-NMR (DMSO-dj) 6 1.73 {4H. m), 1.90 (4H, m), 2.50 (8H, id), 3.74 (2H. 



Br 
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s). 7.22 (IH, s), 7.35 (2H. m), 7.82 (4H, m), 8.00 (2H, m), 8.13 (2H, 
d. J = 8.6 Hz), 8.57 (IH. s), 10.16 (IH. s). 

: 182-I84t: (M«l«:S^i?x^;p-^vyDtf;ux-7^;i/) 

FABMS(pos) 495 [M+H]+ 



5 mmm 6 5 

4->^p^-N-[6-i> p D-s-d-e o ij v-;i/^^;p)-7-+y 'j -;i.]^>X7 

- S-K - ■ 



'H-NMR (DMSO-dj) 6 1.73 (4H, m). 2.50 (4H, m). 3.80 (2H. s). 1.98 (2H, 
s), 7.46 (2H. d, J = 8.05 Hz), 7.63 (2H, d. J = 8.30 Hz), 8.26 (3H. m), 
8.88 (IH. d, J = 1.47 Hz), 10.37 (IH, s). 

mmme 6 

15 4'-7;i/:rD-N-[6-i7 O P-3-(l-t!D U U [],]'- 

e7x-JU]-4-*;i'jJ?^r1t$ H 



mMme srmrc 4-yp^-N-[6-i7pp-3-(i-tfo'ji^x;M5";i')-7-:^^y 
20 mmit'^^mrc. 

'H-NMR (DMSO-dj) 5 1.73 (4H, m), 2.50 (4H, m), 3.80 (2H, s), 7.36 (2H. 
m), 7.82 (2H. m), 7.87 (2H, m), 8.14 (2H, d. J = 7. 8 Hz), 8.26 (IH. s), 
8.29 (2H, d. J = 6.8 Hz), 8.89 (IH, s). 10.32 (IH, s). 

m.^ : i88t: i^^itmm : g^Slx5";u-f yyptr;i/x-x;w 

25 MMM 6 7 
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-[l,r-t*7x-;H-4-;i!j;i/jj^:^^1f5 K 



-^mme 5T1#Ac4-7*D^-N-[6-iJ?DP-3-(l--fcfpU>5:i;i.X5=-;|/)-7-^^ y 

'H-NMR (CDCI3) (5 1.82 (4H. n). 2.56 (4H, m). 3.79 (2H, s). 3. 87 (3H, 

s), 7.02 (2H. m). 7.60 (2H. m). 7.72 (2H. d, J = 8. 3 Hz), 7.88 (IH. s). 

7.97 OH. d, J = 1.7 Hz), 8.02 (2H. d, J = 8.3 Hz). 8.69 (IH, s). 8.90 
10 (IH, d. J = 2.0 Hz), 9.34 (IH, s). 

M}^ : 184t: : mMJi^Ji^-^ y ifAJL-^}],) 

Ttm^VriH. CjgH^NjClFO (hLT 

ff^ffi: C. 70.80; H, 5.52; N, 8.85. 
C. 70.77; H. 5.67; N. 8.60. 
15 HJlfi^SJ 6 8 

4- (1-^ > Vy y >-2-< P P-3-(l- If P g p-Jl ^ ^ )],)-7-=^ 



mmm6 5TWc4->^P^-N-[6-i:7PP-3-(l-tfpiJs;-;M5";U)-7-+ / 

'H-NMR (CDCI3) 6 1.79 (4H. m). 2.54 (4H. in). 3.77 (2H. s), 7.16 (IH. 
s). 7.24 (IH, m). 7.30 (IH. m). 7.53 (IH. d. J = 8.3 Hz). 7.60 (IH. d. 
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I = 7.8 Hz). 7.87 (IH. s), 7.94 (IH. m). 8.01 (4H. m). 8.67 (IH. s). 
8.88 (IH. d. J = 2.0 Hz), 9.31 (IH. s). 

m,^ : 209^: (m^itmm : mmji^)\^-^ v tr;px-x;i/) 

Ttm^^m C,jHj4N3ClO,<i:bT 
5 ff^ffi: C, 72.27; H, 5.02; N. 8.72. 
mmm: C. 72.16; H. 4.79; N. 8.96. 

■ ^mm6 9 . - 

N- [6-:i7 □ P-S- (1- hr □ U V - 5^;U)-7-+ / U -4- (5-i^ D D 5'X> 



6 5 4-y P t-N- [6-^:7 P P-3- (1 - e P 'J V -7-^ J 

'H-NMR (CDClj) (5 1.79 (4H. m) 2.54 (4H, m) 3.77 (2H. s) 6.92 (IH, d, 
15 J = 3.9 Hz) 7.18 (IH, d. J = 3. 9 Hz) 7.63 (2H. m) 7.86 (IH, s) 7.95 (3H, 
m) 8.63 (IH, s) 8.88 (IH, d, J = 2.0 Hz) 9.29 (IH, s). 

isii;!^ : 185^: (m^itmm : mmx^ji-^ vt'p tf;i'X-x;p) 

TtM^^m Cj5H2,NjCl20S ♦ 0. 25HjO ibT 
WrW-m: C. 61.67; H, 4.45; N, 8.62. 
20 HM: C, 61.69; H, 4.28; N, 8.44. 

mmm 7 0 

4-y p t-N- [8- 7 P -3- (I - tr p u z^-)i ^ -i-^ j u -)V\ ^ >x 

7= K 




10 



CI 
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'H-NMR (DMSO-d 5 1.73 (4H. m). 2.51 (4H, m). 3.81 (2H. s). 7.75-7.83 
(4H. m), 7.98 (2H. d. J = 8.4 Hz), 8.30 (IH. s), 8.90 (IH, d, J = 2. 1 
5 Hz). 10.54 (IH, s). 



N- [8- 7 ;i/;t P -3- (I- 1; P 'J v - J-M -7-^ j u -M [i , r - tf 7 x - 



10 ^ISfil 7 OT#bnfc 4-yD^-N-[8-7;i/;j-P-3-(l-bfP U 

'H-NMR (DMSO-d g) 6 1.73 (4H, m), 2.51 (4H, m), 3.82 (2H. s), 7.39 
- 7.57 (3H, m). 7.78 (2H, d. J = 8. 1 Hz), 7.82 (2H, m). 7.87 (2H. d, 
15 J =8.1 Hz), 8.14 (2H, d, J = 8.1 Hz), 8.30 (IH, s). 8.90 (IH, s), 10.47 
(IH, s). 

: 186-188 r : mm:L^ji-^ y t^p e;ux-x;i') 

FABMS(pos) 426 [M+H] + 

mmmi 2 

20 N-[8-7;i/:i-p-3-(i-trp 'ji^-;i//5^;p)-7-+y 'J -;i.]-4'-p^ h^Ty 



^MM7 Q-em^tirz 4-:fPt-N-[8-7;U:tP-3-(l-trPU>'n;l/;jt^ 
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'H-NMR (DMSO-d 6 1.73 (4H. m). 2.50 (4H. m). 3.82 (5H, m). 7.07 
(2H, d. J = 8.4 Hz). 7.73 (2H. d, J = 8.4 Hz). 7.77 - 7.88 (4H. m), 8.10 
(2H. d, J = 8.1 Hz). 8.29 (IH. s). 8.89 (IH. d. J = 1.8 Hz). 10.43 (IH. 
5 S). 

m,^. : 217-220 (^^Bitmm : mk:L^)V-'1 'J'yu\i)VJi-7-)V) 
FABMS(pos) 456 [M+H] + 

^mm 3 

10 )V] [1. \'-\iy3iZ.)V']H-t})Vifs^^^ K 




%Mm7 OT#f>n^ 4-yD^r-N-[8-7;|/;f □-3-(l-tfpiJ v^-;U;jCf^ 

15 'H-NMR (DMSO-d g) 6 1.74 (4H. m). 2.51 (4H. m), 3.83 (2H, s), 7.35 
(2H. m), 7.80-7.90 (6H, m), 8.14 (2H, d. J = 8. 4 Hz), 8.31 (IH, s), 8.90 
(IH. d, J = 1.8 Hz), 10.49 (IH, s). 

: 178 r : g^Kx^;u-f y tf;ux-x;i') 

FABMS(pos) 444 [M+H]+ 

20 ^mm 7 4 

N- [8- 7 ^Uxh D-3- (1 - tr □ u i>r.)v^^}V) -1-^ J u -M -4' -pi [I , r - 




immi OT#^nfc 4-:/Dt-N-[8-7;U;t- 0-3-(l-hrD'J v-Jl-^^ 
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'H-NMR (DMSO-d g) 6 1.73 (4H. m). 2.37 (3H, s), 2.50 (4H. m), 3.82 
(2H. s), 7.32 (2H, d; J = 7.8 Hz), 7.68 (2H, d, J = 7.8 Hz), 7.80-7.88 
5 (4H. m). 8.12 (2H, d, J = 8. 1 Hz), 8.30 (IH, s), 8.90 (IH, s), 10.46 
(IH. s). 

g*^ : 210-213 r im^imm mmx:^)i-^v-tfaif)vj:-f)i) 

FABMS(pos) 440 [M+H3+ 

mmm7 5 

10 4'-^DD-N-[8-7;U:tP-3-(l-hrDU>?-;i'^5^;i')-7-4^y Ur:jU][l,r- 
fc:7x-j|/]-4-:<7)l/7}^=^-9-5 K 




^JS^7 OT#^n>t 4-:/Dt-N-[8-7;i/^D-3-{i-en 

15 t\z^r,, mmit'^minrzo 

'H-NMR (DMSO-d g) 6 1.73 (4H. m), 2.50 (4H, m), 3.82 (2H, s), 7.57 

(2H. d, J = 8.7 Hz), 7.78-7.86 (4H, m), 7.88 (2H, d. J = 8.4 Hz). 8.14 

(2H, d, I = 8.4 Hz), 8.30 (IH, s), 8.90 (IH. d, J = 1.8 Hz). 10.50 (IH, 
s). 

20 m.^ : 206-208 X: (m^itmm : IfKx^^jU-r y T'a tr;i'X-x;i.) 

FABMS(pos) 460 [M+H] + 

^mmi 6 

4-yDt-2-7;i':tO-N-[8-7;U:tD-3-(l-tf^'; v-;i/p^5^;i/)-7-=^y u 
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'H-NMR (DMSO-dj) 6 1.73 (4H. m). 2.50 (4H. m), 3.81 (2H. s). 7.57-8.10 
(5H, m). 8.28 (IH. s), 8.89 (IH, s), 10.53 (IH, s). 



5 Hifi^J 7 7 

3-7;i/^D-N-[8-7;i':tP-3-(i- tra Ij - ^;u)-7-+ / u - 



^M««J7 6Tl#e)nfe 4-:/D^:-2-7;i/;tP-N-[8-7;i/:tD-3-(l-tf^U V 
10 n;M5">il/)-7-+y U:i;H^>X7 5 K^^fflV^X, 5 0 <!:|5)«lCD^f^ 

'H-NMR (DMSO-d,) 6 1.73 (4H. m), 2.50 (4H. m). 3.81 (2H, s). 7.45-8.00 
(lOH. m). 8.29 (IH, s). 8.90 (IH. s), 10.48 (IH, s). 

: 136-1 37t: (3^mm% : i^Kx5^;i.-< y yp tr;i.x-x;p) 

15 FABMS(pos) 444 [M+H]+ 

%im\ 7 8 

3.4'-v7;l-:tP-N-[8-7;i':tP-3-(l-t!P 'J vx;i/^5^;P)-7-=t^/ Ux 
;U][l.r-e7xx;i/]-4-:^;;i/7}^^-+l-5 K 



20 ^S6^J7 6tft#e)nfe 4-:/D^-2-7;i/;tP-N-[8-7;i/;rP-3-(l-tf^U V 





'H-NMR (DMSO-de) « 1-73 (4H. m), 2.50 (4H, n). 3.81 (2H, s), 7.32-8.30 
(IIH. m), 8.90 (IH, s), 10.49 (IH, s). 
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mmm 7 9 

Z-y}V^n -N- [8- 7 ;i/:t o -3- (1 - bf o 'J ^ -7- + y U -4* - 

^ h^rv[i,r-t*7x-;i/]-4-;?j;u7i^:^ij-5 h 




5 IIM^7 6T#e)tife 4-::^p^-2-7;i'^D-N-[8-7;i';ro-3-(i-e^u>^ 

•H-NMR (DMSO-dg) 6 1.73 (4H. m). 2.51 (4H, m), 3.82 (5H. m). 7.07 (2H, 
m). 7.64-8.02 (7H, m), 8.30 (IH, s). 8.90 (!H, s), 10.42 (IH, s). 

10 ii!,^. : 1 82-1 83"c m^imm : mm:£.^}v-^ y y°o tf;i/x-T-;i/) 

FABMS(pos) 474 [M+H] + 
*lfS^8 0 

4- :f □ ^-N- C8- ^ h ^ v-3- (I - tf P U V -7-^ / U -;H /<> X 
75 K 




##f!l3 5T-#?,nrc4-7'P^-N-[3-(^DP^5^;W-8-^ h^'y-l-^J^) 

'H-NMR (DMSD-dj) 6 1.72 (4H. m). 2. 50-2.54 (4H. m). 3.78 (2H. s). 4.11 
20 (3H, s), 7.69-7.79 (3H, m). 7.96-8.00 (3H, m). 8.21 (IH, d, J = 1.8 He), 
8.85 (IH. d. J = 1.8 Hz). 10.03 (IH, s). 
: 1 21-122*0 

mmms i 

4'-7;U:t P-N-[8-> h^->-3-(l-eP U i^ZL)V)^^)V)-l-^ y 'J - 
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M [i.r-t'7x^;i/]-4-*;i/7}^:^^i^-5 H 




'H-NMR (DMSO-dg) a 1.74 (4H, br), 2.48-2.54 (4H, m), 3.81 (2H. s), 4.13 
(3H, 5)7.30-7.39 (2H, m). 7.73 (IH. d. J = 8.6 Hz), 7.79-7.87 (4H. m). 
8.04-8.15 (3H, m), 8.23 (IH, d, J = 2.2 Hz), 8.86 (IH, d, J = 2.2 Hz), 
9.97 (IH. s). 

10 i!!.^. : 142-144'C (^B^B«i« : S^MX^jP-T V tfjl/X-x^l^) 
Ttm^i^m C„Hj,N,FO, 0. 25HjO t LT 

C. 73.10; H, 5.81; N, 9.13. 
HS^M: C. 73.32; H, 5.67; N, 9.34. 

mmms 2 

15 4-yD^-N-[8-x^;i/-3-(l-trD'J>^:::;i//^;i/)-7-=^^y 'Jx;P]^>X7 
5 K 



^^m4 4'Vn^nrz 4-:/D^-N-[3-(^DDpC5^;i/)-8-X5";P-7-=|^y 'J- 

20 mmit^^^mfc. 

'H-NMR (DMSO-dj) 6 1.15 (3H, t. J = 7. 2 Hz). 1.73-1.79 (4H, m), 2.50-2.51 
(4H. id), 3.27 (2H, q, J = 7.4 Hz), 3.80 (2H, s), 7.54 (IH. d, J = 8.8 
Hz), 7.76-7.85 (3H. m), 7.99 (2H, d, J = 8.4 Hz), 8.22 (IH, d, J = 2.2 
Hz). 8.88 (IH, d, J = 2.2 Hz), 10.28 (IH, s). 
25 Sfc,-^ : 230-23 it: 
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mmms 3 



5 HM^aJS 2 T#e>n^c 4-ya^:-N-C8-X5';U-3-{l-tfP U v?x;U^5";W-7- 

•H-NMR (DMSO-dj) 5 1.17 (3H, t. J = 7.2 Hz). 1.73 (4H. br). 2.50 (4H, 
br), 2.91-3.35 (2H, m). 3.80 (2H, s), 7.31-7.40 (2H, in), 7.57 (IH, d, 
10 J = 8.4 Hz), 7. 80-7.88 (5H, m), 8.14 (2H, d, I = 8.4 Hz). 8.22 (IH. 
d, J = 1.8 Hz). 8.90 (IH, d. J = 1.8 Hz), 10.25 (IH, s). 
as,^. : 266-267t: if^^imm : mm:r.^)l-^ 'JZfn tf;|/X-x;|/) 
FABMS(pos) 454 [M+H]+ 

mmm8 4 

15 4-y M p -N- [3- (1 - e □ U vx;u ^ -7-^ y u x;u] 
7^ K 



5 T# e>nfc 3- (1 - bf □ u vx;Pi^ ^^i^) -7-:^r x^r a > mm 

20 'H-NMR (DMSO-dj) 6 1.71 (4H, m), 2.48 (4H. m). 3.74 (2H. s). 7.58 (IH. 
dd, J = 8.30. 1.71 Hz). 7.67 (IH. d. J = 7. 57 Hz), 7.79 (2H. n). 7.93 
(IH. m), 8.14 (IH, d, J = 1.46 Hz), 8.49 (IH. s), 8.79 (IH. d. J = 1.95 
Hz). 10.78 (IH. s). 



25 4* -i' P P-3-7;i/*P-N-[3-(l-tfP U vx;i/^5";|/)-7-4^/ U [1, r- 





mm 8 5 
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'H-NMR (DMSO-dj) 6 1.72 (4H. m), 2.50 (4H, m), 3.76 (2H, s). 7.57 (2H, 
m), 7.69 (IH. m), 7.76 (IH, o), 7.84 (4H, m), 7.95 (IH, m), 8.16 (IH, 
d. J = 1.2 Hz), 8.53 (IH. d, J = 1.7 Hz), 8.80 (IH, d. J = 2.2 Hz), 10.78 
OH, s). 

10 mj^. : 232t: if^^itmm m-m:^9)\^-^ y -fu ^^jix-t-m 

th^M: C, 70.51; H, 5.04; N, 9.14. 
C, 70.12; H, 5.04; N, 8.74. 

mmms e 

15 4' - □ o -3- 7 o -N- [3- (1 - tf o U ^;u) -7-+ / u - ;n [ i , r - 




mmms 4X'^<bnrc 4-:/D^:-2-7;u:tD-N-[3-(i-krpg>'-;i/;)t5^ 
20 .hUcto. «li^k^#i*'#;t. 

'H-NMR (DMSO-de) 6 1.71 (4H. m). 2.49 (4H, m), 3.75 (2H, s), 7.34 (2H, 
m). 7.66 (IH. dd. J = 8. 1, 1.7 Hz), 7.73 (IH. m), 7.83 (4H, m), 7.94 
(IH. m), 8.14 (IH, d. J = 1.2 Hz). 8.52 (IH, d. J = 1.5 Hz). 8.79 (IH, 
d. J = 2.2 Hz). 10.76 (IH, s). 
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TC^^^M C„H„N,FjO t L/T 

tf^fii: C. 73.12: H. 5.23; N, 9.47. 

HM: C. 73.33; H, 5.26; N, 9.22. 

5 %mm 8 7 



^M^i 8 4T#e)nfc 4-:rD t-2-:7;l/:tD-N-[3-(l-eD 'J vZljPp^^^ 

'H-NMR (DMSO-dj) 5 1.71 (4H. m). 2.49 (4H, m), 3.75 (2H. s). 3.87 (3H. 
s), 7.57 (2H, m), 7.69 (IH, m). 7.76 (IH, m). 7.84 (4H, m). 7.95 (IH. 
m), 8.16 (IH, d, J = 1.2 Hz). 8.53 (IH. d, J = 1.7 Hz), 8.80 (IH, d, 
15 J = 2.2 Hz). 10.78 (IH, s). 

FABMS(pos) 456 [M+H]+ 
8 8 

3-7;i/:f p-N-[3-(i-ep 'J >'r;i/^5";i/)-7-:^y uri;H [i. I'-e 7in 
20 H 



^mm8 4i:m<bnrc 4-yDt-2-7;i/;f n-N-cs-ci-eD 
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'H-NMR (DMSO-de) a 1.71 (4H, m), 2.49 (4H, m). 3.75 (2H. s), 7.47 (3H, 
m). 7.68 (IH. m). 7.72 (IH. n), 7.80 (4H, m). 7.94 (IH, id)..8.15 (1H, 
d. J = 1.5 Hz). 8.53 (IH, d. J = 1.5 Hz), 8.79 (IH, d, J = 2.2 Hz). 10.76 
(IH, s). 

5 : 1 66t: m^itmm : Mx5";p-r y y □ e;px-x;u) 

Ttm^^m C^H^NjFO • 0. 5H,0 tbr 
W-^M: C, 74.63; H. 5.79; N, 9.67. 
Hi^ffi: C, 74.44: H, 5.50; N, 9.42. 

nmms 9 

10 4* D D-N- (3- { [4- (2- 1 H □ 4^ i^Ji^)l) -1- tf ^ ij x " JP] ^ ^ )V} -7-^ 

y u - - [1 , r - e :7 X - ju] -^-ti ^ h 



4 5 T^§^nfc 4'-^^ o p-n-[3-(^ d d :^^)\^)-7-^ y u - 

'H-NMR (DMSO-d„) 6 1.17 (2H. m). 1.35 (3H. in). 1.61 (2H, m). 1.98 (2H. 
s), 2.81 (2H, m), 3.42 (2H, m), 3.62 (2H, s), 4.31 (IH, t, J = 4.9 Hz), 
7.58 (2H, m), 7.82 (2H. m), 7.88 (2H. d, J = 8.3 Hz). 7.97 (4H. m), 8.13 
(2H, d. J = 8.6 Hz), 8.58 (IH, s), 8.79 (IH, d. J = 1.5 Hz). 10.62 (IH. 



is* : 204^ m^itmm : Mx^";!.-!* y tf;ux-xJl/) 
TzM^^m C3„H3oN3C102 • 1 . 25HjO tVX 
mnm: C. 68.95; H. 6.26; N. 8.04. 
HSIM: C, 69.04; H, 6.56; N, 7.79. 

1 - [ (7- { [ (4* -1^ □ p -1 . r - 7 X -;i/-4-^ jP) - ;H 7 5 y } -3-^ y 




20 



s). 
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##^J 4 5 ■e#e>n;t 4*-i^ p D-N-ts-Ci^ an y >J - 

;L'][i,i'-t'7x-;p]-4-:^7;PAl^:^it$ H^ffli.iT^ifi^«l4 2 tisi^o^f^ 

'H-NMR (DMSO-ds) 6 1.66 (4H, m), 1.99 (2H, m), 2.06 (IH. m), 2.86 (2H. 
B). 3.64 (2H, s), 6.70 (IH, s). 7.20 (IH, s). 7.58 (2H, m). 7.83 (2H. 
Bi), 7.89 (2H. m), 7.96 (IH. d, J=8.8 Hz), 7.99 (IH. m), 8.14 (3H. m), 
8.59 (IH. s). 8.80 (IH. d. J = 1.5 Hz). 10.62 (IH. s). 
10 H4,^: 260^ i^^itmm : mm:L^)U-i V:fa\dJVx.-y^M 

Ttm^mm c„h„n,cio,«!:lt 

IhM: C, 69.80: H. 5.45; N. 11.23. 
^S^ffi: C, 69.76: H, 5.47: N. 10.83. 

^mm 9 1 

15 4'-^ a □-N-[3-({4-[2-(x5";i/7 = y )-2-:t4^yx5";H-i-tf^'J v-;H 




##«fij4 5T#e»nfe 4'-^ O P-N-[3-(i7 DD ^5^;|/)-7-=t^ 7 U - 

'H-NMR (DMSO-de) 6 0.98 (3H. 1. J = 7.3 Hz). 1.16 (2H. m). 1.59 (2H. 
m). 1.66 (IH. s). 1.97 (4H. m). 2.81 (2H, m). 3.03 (2H, m). 3.62 (2H. 
s). 7.57 (2H. m). 7.75 (IH. m), 7.82 (2H. n), 7.88 (2H. d, J = 8.8 Hz), 
7.97 (2H. m). 8.13 (3H, m), 8.58 (IH, d, J = 1.5 Hz). 8.79 (IH. d, J 
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= 1.7 Hz), 10.61 (IH, s). 

Ttm^mm CjjHjjN.ClO, • 0. 25HjO t VX 
Mffl: C, 70.44; H, 6.18; N, 10.26. 
5 ^i^ffl: C, 70. 25; H, 6.24; N, 9.99. 

Mmm 9 2 

N- (3- { [3- (7-fe5";u7 5 y ) -1 - tr p u z^=lm ^ -i-^ yj -4* 

Po-[i, r-t:7x-;H-4-;!j;Uj|?=^^U-$ K 



;h [1. r -e7x-;i.]-4-*;i/;j^:^^-tj-^ HSrffl(.iT^iiSM4 2 tmeioDtif^ 

'H-NMR (DMSO-d,) d 1.59 (IH. m). 1.77 (3H. s). 2.12 (IH, m), 2.36 (IH, 

id). 2.47 (IH, m). 2.69 (2H. m), 3.76 (2H. d, J = 6.8 Hz). 4.16 (IH. m), 
15 7.58 (2H. m), 7.83 (2H. m), 7.89 (2H, m), 7.98 (3H, in), 8.14 (2H. d, 

J = 8.6 Hz), 8.16 (IH. s). 8.60 (IH. d. J = 1.5 Hz). 8.83 (IH. d, J = 

2.2 Hz). 10.62 (IH, s). 

: >285'C (^^^mm : B^iSX^^U-r y yp fcf;px-x;U) 

Ttm^^m C3^„N,F0, • 0. 5H,0 tLX 
20 tf^M: C, 68.56; H, 5.55; N, 11.02. 

mmm: C, 68.95: H, 5.66: N, 10.61. 

^mm 9 3 

t -N- [8-^ 5";|/-3- (1- tf P U ^ -7-^ J U ^ >X7 

5 K 
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P^m 4 9 T# 8 nfc 4-:/ P t -N- [3- P □ -8- ^ / ij - 

'HNMR (DMSO-dj) 5 1.72 (4H, n), 2.50 (4H. m), 2.64 (3H. s). 3.80 (2H, 
5 s). 7.59 (IH, J = 8.7 Hz), 7.78 (2H, d, J = 9.0 Hz), 7.82 (IH, d. 
J = 8.7 Hz), 7.98 (2H. d, J = 9.0 Hz), 8.22 (IH, d. J = 2.1 Hz), 8.88 
(IH, d, J = 2.1 Hz), 10.32 OH, s). 

mmm 9 4 

6- (4-^ 7 X -N- [8-;< ^;i/-3- (1 - kf p 'J " -7-+ y ij - 

10 M~n^>7S. H 



Me 




15 'H-NMR (DMSO-dj) 6 1.73 (4H. m), 2.39 (3H. s), 2.50 (4H. m), 2.68 (3H, 
s), 3.81 (2H. s). 7.36 (2H, d, J = 7. 2 Hz), 7.64 (IH. d, J = 8. 7 Hz). 
7.84 (IH, d. J = 8.7 Hz). 8.13 (3H, m). 8.23 (IH, s), 8.45 (IH, d, J 
= 8.7 Hz), 8.89 (IH, s), 9.26 (IH. s), 10.43 (IH, s). 

m,^: 178-1 sot: (JS^{bW:B^S6x^;i/-fv:/ptf;i/x-T-;i') 

20 FABMS(pos) 437 [M+H]+ 

mmm 9 5 

6- (4- p p 7 X -;i') -N- [8- ^ ^;i/-3- (1 - tf p u ^ ^ M -i-^ yj- 
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7 X-mz N- [8- ^ e □ 'J ^ -7-4^ y U n;!.] T -t 

'H-NMR (DMSO-dg) 6 1.73 (4H, in), 2.50 (4H, m), 2.68 (3H, s), 3.81 (2H, 
5 s). 7.63 (3H. in). 7.84 (IH, d, J = 8.4 Hz), 8.23 (4H, m), 8.49 (IH. d. 
J = 8.4 Hz). 8.89 (IH, d. J = 1. 8 Hz), 9. 28 (IH. s), 10.47 (IH, s). 
Mj^ : 234-236t: ' i^^itmm : »i!X5^;P-r V T^O kfJVJL-fJV) 
FABMS(pos) 457 [M+H]+ 

mmi 9 6 

10 6-(4-^ K=^'>7x-;i/)-N-[8-^^;U-3-(l-t!DU z^^)\^^^)l)-l-^/ U 



MeO ^ 

7 Tllfc N-[8-^5^;p-3-(i-tf □ u ^;i/)-7-=^^y u 7-lr 

15 ^mit^m^mzo 

'H-NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m), 2.68 (3H, s), 3.85 (5H. 
m), 7.10 (2H. d. J = 8. 7 Hz). 7.64 (IH. d. J = 8.7 Hz), 7.84 (IH, d, 
J = 8.7 Hz), 8.10-8.24 (4H, m). 8.42 (IH, d, J = 9.0 Hz), 8.90 (IH, s), 
9.24 (IH, s), 10.41 (IH. s). 

20 M.^ : 180-182*0 (m^itmi^ : g^S?x5';p-'r v:fa tf;i/x-x;u) 

FABMS(pos) 453 [M+H]+ 

^mm 9 7 

6- (4- 7 □ 7 X -N- [8-p^ ^;U-3- (1 - tf O U / ^;i/) -1-^ J U 
x;Hx3^>75 H 




wo 03/035624 



PCT/JP02/11045 



183 



F 




- --^ V'. mm^t^-m^mco - - - - - - - 

5 'H-NMR (DMSO-d.) 5 1.73 (4H. m), 2.50 (4H, m), 2.68 (3H. s). 3.82 (2H, 
s). 7.39 (2H. m). 7.64 (IH, d. J = 9.0 Hz). 7.85 (IH, d, J = 9.0 Hz). 
8.17-8.30 (4H. m), 8.47 (IH. m), 8.89 (IH. d. J = 2.1 Hz). 9.27 (IH. 
s), 10.46 (IH. s). 

: 207-209'C (m^imm : Mx^;i.-^ y 7°D i^Jl^Ji-f-Jl) 
10 FABMS(pos) 441 [M+H] + 

mmm9 s 

4- (4-:i7 p □ 7 X -N- [8-pt 5^;u-3- (1- tr □ 'J V - ;i/ ^ ^ ;i/) -7-=|^ y u - 
;W-i-fcf^Ux>;^7;uji^+ii-5 H 



15 7 Tf#/c N-[8-^5^;i/-3-(i-(f p ij v-;m5";W-7-=^ / g -;|/] 7-t 

'H-NMR (DMSO-dj) 6 1.58-1.83 (8H. m). 2.50 (4H. m). 2.58 (3H. s). 
2. 73-2. 79 (IH. m) . 2. 93 (2H, m) , 3. 78 (2H. s) . 4. 27-4. 32 (2H. m) . 7. 30-7. 39 
20 (4H. m). 7.50 (IH, d, J = 9. 0 Hz). 7.7r(lH. d. J = 9.0 Hz). 8.14 (IH, 
s), 8.39 (IH. s). 8.82 (IH. s). 

: 203-205r m^imm : mmx^)\^-^ vzfu fcf;i/x-x;i/) 

FABMS(pos) 463 [M+H] + 

mmm 9 9 
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t:*7x-;i/]-4-:<7;UjJ^:^it5 K 




^Kfi^J 9 3 ^-ttfe ^-v'-n ^ -N- [8->5";i^-3- ( 1 - tr □ <J 5^;i/)--7-^-y 

'H-NMR (DMSO-de) (5 1.73 (4H, m), 2.50 (4H, m). 2.67 (3H, s), 3.81 (2H. 
s), 7.33-7.86 (8H. m). 8.15 (2H. d, J = 8. 4 Hz). 8.22 (IH. d, I = 2. 2 
Hz), 8.89 (IH, d. J = 2.0 Hz), 10.31 (IH. s). 

10 il!,^ : 1 33-1 35r m^itmm : i^mx^;i/-'r y 7°0 tf ;i/x-x;b) 

FABMS(pos) 440 [M+H] + 

mmm 10 0 

2',4'-v7;i':rD-N-[8-pt5^;i.-3-(i-trp 'J vx;!.^^ ^;i.)-7-+ 
M [I, r-t*7x-;u]-4-;<7;i'j}^=t^it5 K 



MMm 9 3 Tl#;t 4-7*P^:-N-[8-pt^;i'-3-(l-tro U j 

'H-NMR (DMSO-d^) 5 1.73 (4H. m), 2.50 (4H. m). 2.67 (3H, s). 3.81 (2H. 
20 s). 7.26 (IH, m), 7.44 (IH, in), 7.60-7.75 (4H, m), 7.83 (IH, d, J = 8.8 
Hz), 8.15 (2H, d, J = 8.4 Hz) . 8.22 (IH. d, J = 2.2 Hz) . 8.88 (IH. 
d, J = 2.2 Hz), 10.31 (IH, s). 

Sl!.^. : 177-179^: {m^\m% : BmJL^JV-^ VZfn}d)UJL--f)U) 
FABMS(pos) 458 [M+H]+ 



15 
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mmm i o i 

pt5^;U)[l.r-t:7x:n;i,]-4-;^j;i/:j}?:^-y-5 K 



5 ^SI^J9 3Tt#rc4-yDt-N'-[8-/^;i'-3-(i-tfp'j v-;w^5^;0-7-+y 

'H-NMR (DMSO-dj) 6 1.73 (4H, m). 2.50 (4H, m). 2.67 (3H, s), 3.81 (2H, 
s), 7.62 (IH, d, J = 8.6 Hz), 7.82-8.03 (7H. m). 8.17-8.22 (3H, id). 8.88 
10 (IH. d. J = 2.2 Hz), 10.36 (IH, s). 

m,^. : 220-222t: m^^imm B^i?x5^;i/-^ vypfcf;i/x-x;i/) 

FABMS(pos) 490 [M+H] + 

mmm i o 2 

3' . 4' - V 7 ;i/ :t □ -N- [8- 7^ ^^JU-S- (1 - tf P U V X ;u 7^ 5^ )V) -7- ^ y U - 
15 M [1. i*-t:7xn;U]-4-:^j;U7j^+-!tS K 



ll» 9 3 xnrc 4- P ^ -N- [8- ^ 5";p-3- (1 - 1! P 'J ^;u) -7-+ y 

20 'H-NMR (DMSO-dg) <5 1.73 (4H, m), 2.50 (4H, ui), 2.66 (3H. s), 3.81 (2H, 
s), 7.63 (3H. Di). 7.89 (4H, m), 8.15 (2H. d. J = 8. 1 Hz), 8.22 (IH. s). 
8.88 (IH, s), 10.31 (IH. s). 

Mj^ : 199-201t: im^itmm : B^^X^jU-^ V^P bf;UX-x>»U) 




F 
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FABMS(pos) 458 [M+H]+ 

mmm i o s 

N-[8-;<5";i/-3-(l- t!D U v-;|//5";i/)-7-+y U -;i']-4'-( h U 



'H-NMR (DMSO-dj) <5 1.74 (4H, m). 2.50 (4H. m), 2.67 (3H. s), 3.80 (2H, 
10 s), 7.5l '(2H, d, I = 7.8 Hz). 7.62 (IH. d, J = 9.0 Hz), 7.83 (IH, d. 
J = 9.3 Hz), 7.90 (4H. m), 8.15 (2H. d, J = 8. 1 Hz). 8.22 (IH, s), 8.88 
(IH, s), 10.29 (IH. s). 

Sl!.^. : 200-202t: (m^mimm : at^X5^;i/-'f V T'P tfJl^X-xiU) 
FABMS(pos) 506 [M+H] + 

15 ^mm 10 4 

4' -X5';p-N- [8- / 5^;i/-3- (1 - tr □ u -i-^ J U x;p] [i . r - 1* 



%m,m 9 3 T#fc 4-y D t-N- 5";|/-3- (1 - e □ U i^x;i/^ 5^)1/) -7-^ y 

'H-NMR (DMSO-dj) 5 1.23 (3H, m), 1.73 (4H, m), 2.50 (4H, m), 2.67 (5H, 
n), 3.82 (2H, s), 7.35-8.23 (IIH, m), 8.79 (IH, m), 10.28 (IH, s). 




Ef 
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^mm 1 0 5 

4- ( 1 , S-'^ > V V :t ^ V - Jlz-B-'T -N- [8- ^ 5^;i/-3- ( 1 - H P U n ;i/ 5" 




IIJ£««J 9 3 t-N-[8-^5";U-3-(l-bf O U v-;U^5^;i/)-7-=^^y 

'H-NMR (DMSO-do) 6 1.73 (4H. m), 2.50 (4H, m). 2.66 (3H, s), 3.81 (2H, 
10 s). 6.09 (2H, m), 7.06-8.22 (lOH. m), 8.89 (IH, m), 10.26 (IH, s). 
7t*5^*TM CjjH^NjOj • 0. 5HjO tLX 
ti-^M : C, 73.40; H, 5.95; N, 8.85. 
^I^ffi : C, 73.09: H, 5.63: N, 8.69. 

: 171-172^: {f^^imm : Mx^^^U-'f V \fi)VJ.-v-)V) 

15 mmm i o e 

4- (I-^ > y 7 ^ >-2-r ;U) -N- [8- ^ 5";i.-3- (1- bf P 'J v^Xjl/ ^ -7-^ 



5iJi(5«sj9 3T'#fc 4-ypt-N-[8-^5";i/-3-(i-ep 'J s^x;u^5';w-7-^y 

'H-NMR (DMSO-de) 5 1.72 (4H. m). 2.50 (4H. m). 2.68 (3H, s), 3.80 (2H, 
s). 7.31-8.22 (12H, m), 8.89 (IH, m). 10.36 (IH. s). 
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Ttm^^m CjoH^NjO, • 0. 5HjO tLX 
tfM : C. 76.57: H, 6.00; N. 8.93. 
HS^M : C, 76.36: H, 5.79: N, 8.74. 

Wi,^ : 2i7-2i8t: (mMmm mmji^)v-^v'fti\f)vx-r-)V) 

5 IIJS^J 10 7 

4-(5-^' □□-2-5^X-;i.)-N-[8-/5";P-3-(l-tf P 'J i^^)V^^)V)-7-:^y 



^mm 9 3 rmz 4-y p ^-n- [8- ^ ^jv-i- (i - tr p u -7-+ / 

'H-NMR (DMSO-dj) a 1.73 (4H. m). 2.51 (4H, m). 2.66 (3H. s), 3.80 (2H. 
s), 7.24(1H, m), 7.62 (2H, m), 7.82 (3H. m), 8. 10(2H, m), 8.22 (IH. m), 
8.88 (IH. m). 10.29 (IH. s). 
15 Sl!^ : 210-21 l-C : m^X^JV-^ VfD\d)VJi-7')i') 

FABMS(pos) 462 [M+H] + 

^mm 1 0 8 

2* -i' p p -N- [8-^ 5^;i/-3- (1 - fcf p u V? - -7-^ y u ci , r - e 



llifi««J9 3T#fc 4-:/p^:-N-[8-^5";u-3-(i-trp 'J v-;upC5";i')-7-+y 
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'H-NMR (DMSO-dj) 5 1.72 (4H, m). 2.50 (4H. m), 2.68 (3H, s), 3.80 (2H, 
s). 7.49-8.22 (IIH. m), 8.90 (IH, m). 10.35 (IH. s). 
Ttm^^m C„H„C 1 N,0 • 1 . 5Hj0 t LT 
thM : C. 69.63; H, 6.05: N. 8.70. 

5 mmm c 70.01; h, 5.57; n, 8.30. 

: I28-129t: (^^imm : mf&Ji^)V-^ V^aif)lJ.--f-)l) 

mMm o9 " " - 

3' ^;i.-N- [8- ^ ( 1 - tf D u -7-^ y^J=.)l][\,\'-\^ 



%mm 9 3 Tmrc 4-7'D^-N-[8-^5';i/-3-(i-eD u i^=.)i^^)v)-7-^y 

'H-NMR (DMSO-dj) 5 1.73 (4H. m). 2.42 (3H, s), 2.50 (4H, m). 2.68 (3H. 
15 s), 3.81 (2H. s), 7.24-8.22 (IIH, m), 8.89 (IH, s), 10.29 (IH, s). 

MM. : I5i-i52t: : »^x5^;i/-r V ^ p tr;px-x;i/) 

FABMS(pos) 436 [M+H]+ 

^mm 1 1 0 

N- [8-^ ^;u-3- (1 - tr p u >'-;u ^ -i-^ J u -4' - 'j-)V7.)V y 

20 7::i>'U)[l.r-b:7x-;H-4-;^7;i/4^+-t^$ H 



MeS 

^Jfi^UQ 3-c#fc 4-::/Dt-N-[8-;<^;i'-3-(i-tro 'j v-;i/^^;p)-7-^y 




10 



Me 
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'H-NMR (DMSO-de) <5 1.73 (4H, m). 2.50 (4H, m), 2.54 (3H, s). 2.67 (3H. 
s). 3.81 (2H, s), 7.38-7.41 (2H. m). 7.61-8.22 (9H, m). 8.89 (IH, s). 
10.28 (IH, s). 

5 Ttm^^^m ChHjjNjOS • HjO LT 
tfM : C, 71.72; H. 6.43; N, 8.65. 
MikW T Cr7l . 40 r H. ~6 . 09 r N," 8. 86. " 

st^ : 206-20'8'c i^^itmm : mm^^jv-i v^D e;ux-x;w) 
m^mm 111 

10 2' -pC5^;i/-N-[8->C5^;i/-3-(i-tf o u -J-)V^'^)V)-i-^y u [i, r -t* 



Me 

^M«»J 9 3-c^§fe 4-:/ot-N-[8-^5^;i/-3-(i-hrD u vn;Upi5';i/)-7-;^^y 

15 mkit^m^mtzo 

'H-NMR (DMSO-dj) 5 1.73 (4H. m). 2.29 (3H, s). 2.50 (4H. m). 2.68 (3H, 
s). 3.81 (2H. s), 7.28-8.23 (IIH. m), 8.89 (IH. s), 10.30 (IH, s). 

Mj^ : i50-i5it: m^im^ : S^^x5^;i/-^ y yp tr;ux-x;u) 

FABMS(pos) 436 [M+H]+ 

20 mm\ 1 1 2 

3' - 7 P-N- [8-^ 5";U-3- (1 - b! P U vx;i/;< -1-^ J ij x;i/] [1 , r - 
f7x-;U]-4-;*7;i/xK4^1t^ K 
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'H-NMR (DMSO-dg) 6 1.73 (4H. m), 2.50 (4H, m), 2.67 (3H, s), 3.81 (2H, 
5 s), 7.25-8.22 (IIH, m), 8.89 (IH, s), 10.32 (IH, s). 

m,^ : i58-i59t: (i^^itmm : g^^x5^;u-< vypt!;ux-x;u) 

FABMS(pos)' 440" [M+H]f 

mmm i i 3 

4- (2. 3- X t K p - 1 -'^ > 7 ^ >-5-'r ;u) -N- [8-^ ( 1 - tr D u 



HM^J 9 3T'#fc 4-yot-N-[8-^5^;i/-3-(l-eD U vZi>lUp<5^JP)-7-^y 

15 'H-NMR (DMSO-dj) 6 1.73 (4H, n), 2.50 (4H. m), 2.67 (3H, s), 3.27 (2H, 
t, 7=9.0 Hz). 3.83 (2H, s), 4.60 (2H, t, 7=9.0 Hz), 6.89 (IH, d, 
7= 8.4 Hz). 7.51-7.84 (6H, in). 8.09-8.23 (3H. m). 8.89 (IH, s), 10.25 
(IH, s). 

Ttm^mm. CjoH„NjO, • H,0 (h LT 
20 H-^<i:C, 74.82; H. 6.49; N, 8.73. 
^g^M : C, 74.75; H, 6.20; N, 8.65. 

m,^ : i76-i77*c (m^imm : mmx^)i-^ vztu ejijl-t^m 
mmm i i 4 

4- (3, 4- t K O -2H- i^n^ >-6-1' )V) -N- [8-p^ 5^;i/-3- (1- e □ 'J v - ;U 

25 ^'Ji') -7-^ / g ^ >X7 ^ K 
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5 'H-NMR (DMSO-d() 6 1.73 (4H. m), 1.97 (2H. m). 2.51 (4H. m). 2.67 (3H, 
s). 2.84 (2H. m). 3.82 (2H, s), 4.19 (2H. m), 6.86 (IH. d. /= 8.4 Hz). 
7.51-8.23 (9H. m), 8.89 (IH, s), 10.25 (IH, s). 

: 195-197'C : gli?x5';l.-< y ejUX-x;U) 

FABMS(pos) 478 [M+H] + 
10 %%m 115 

4- (2. 3- 1 K D -1 . 4-^ > '/V^^ >-6-r )V) -N- [8- ^)l-Z- (1 - D U 




'H-NMR (DMSO-d.) 5 1.73 (4H. m). 2.50 (4H. m). 2.65 (3H. s). 3.81 (2H, 
4.30 (4H. s), 6.99 (IH. d. 7=8.4 Hz). 7.28-7.88 (6H, m). 8.09-8.22 
(3H. id), 8.89 (IH. s), 10.25 (IH. s). 
20 TC^^^ffffi C^AAOz ' 1- 5HjO tLX 
IfM : C. 71.13: H. 6.37: N. 8.29. 
^S^M : C. 71.45: H. 6.02: N. 7.98. 

m,^ : 187-I88t: (^^imm : S^g§X5^;i/-<y yofcf;i/X— r;i.) 
^mm 1 1 6 
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N- [8-/ 5";i/-3- (1 - tr O U ^ ^)V) -1-^ J 'J - -4- (2. 3. 4, 5-x h ^ 




o 



9 3 4--y D^^N--[8^x^7p-3- (1 - tr D u -7-'^y 

'H-NMR (DMSO-de) (5 1.73 (6H, m), 1.92 (2H. m), 2.50 (4H. m). 2.67 (3H, 
s), 2.85 (2H, m), 3.82 (2H. s), 3.99 (2H. m), 7.05 (IH, d, /= 8.4 Hz). 
7. 52-7.84 (6H. m). 8.11-8.22 (3H, m), 8.89 (IH, s), 10.27 (IH. s). 
10 TC^^^M CjjHjjNjGj • 1 . 5HjO t bX 
IhSffl : C, 74.10: H. 7.00: N, 8.10. 
: C, 74.12; H, 5.61; N, 8.01. 

la^ : 162-163'c (M^'mn : B^BSx^^^u-r y "/o e;i/x-x;p) 

1 1 7 

15 ^-\.%-^f)W%-{\-\iu\}-J-)\,:^^M-'l-^j U:^U;H-4-(5-^5^;i/-2- 



%%m 9 3 T#rc 4-y □ ^-N- [8-p^ 5^;P-3- (1 - tf D U v - ;i/ -7-^ J 

20 ^m\Y.%m-^%t^o 

'H-NMR (DMSO-dj) 6 1.73 (4H. m), 2.50 (7H, m). 2.65 (3H. s). 3.81 (2H, 
s). 7.56-8. 22 (9H, in). 8.80 (IH. d. 7 = 2.2 Hz), 10.30 (IH, s). 

: 220-221 1: : 7 tr;px-x;i.) 

1 1 8 
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N- [8-> 5^;u-3- (1 - tr P 'J / y >j - -4- n-^^)i-2-^ 




Me 



'H-NMR (DMSO-dj) a 1.73 (4H, m), 2.50 (7H, m), 2.65 (3H, s), 3.81 (2H, 
s), 7.57-8. 22 (9H, m). 8.80 (IH. d, /= 2.0 Hz). 10.28 (IH, s). 
Bl!;^ : 224-225'C immimm : B^i!X5^;i.-'f V^D tr;i^x-r;i/) 

10 mi&m 119 

4-(5-7-t5";i/-2-5"x-;u)-N-[8-^^;i^-3-(i-tf D u vx;i//^;i.)-7-^ 




Me 



mil&m9 3y%rc 4-:/Pt-N-[8-/5";i/-3-(i-trDU>'x;u^5";W-7-^y 

'H-NMR (DMSO-dj) 6 1.73 (4H. m). 2.50 (4H, m). 2.58 (3H, s). 2.66 (3H. 
s). 2.80 (2H, s), 7.56-8.21 (9H, m), 8.89 (IH. s). 10.31 (IH. s). 
TtM^^m C,8H„Nj0jS • 0. 5H,0 tLX 
20 tt^M:C. 77.03: H. 7.85: N. 9.62. 
M^MiC, 76.95: H. 7.73; N, 9.31. 

: 194-195'C {^mimm : ftSIX^^^-fy y^De;UX-x;U) 
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mmM 1 2 0 

4-(i-^>y5^x>-2->r;i')-N-[8-;»^5^;u-3-(i-trp g ->*-;u^5^;i/)-7-+ 



5 Iisg«»j9 3Tf#;fc4-ypt-N-[8-pt^;i/-3-(i-trDU v^;u^5^;u)-7-=^^y 

'H-NMR (DMSO-de) <5 1-73 (4H, m). 2.50 (4H, m), 2.68 (3H, s), 3.80 (2H, 
s). 7.44-8.21 (12H, m), 8.89 (IH, s). 10.31 (IH. s). 
10 Ttm^^m C3oH„N,OS • 0. 5HjO t LT 
If-^ffl : C. 74.04; H, 5.80; N, 8.63. 
MUkW : C. 74.41; H. 5.61; N. 8.29. 

: 217-218t: (m^itmm : MX5";U-< V^D tf;i.X-x>>U) 

^mm 1 2 1 

15 4-(^>v;i/^^-»-N-[8-;<5";i/-3-(i-trD'J vx;|/^5^;U)-7-4=-/ 'Jx 



##0*1 7 x^mtz N- [8-p^ 5^;u-3- (1- tf D 'J i;x;i/p4 -7-=1f y u x;u] 

20 ctD. ^S^b^tl<^t#fCo 

'H-NMR (DMSO-d,) 6 1.72 (4H, m), 2.50 (4H. m), 2.64 (3H. s). 3.80 (2H. 
s), 5.21 (2H. s), 7.12-8.20 (I2H, m). 8.88 OH, s), 10.06 (IH, s). 
: 177-178'C m^itmi^ : KilX5^;U-^ y tr;i.x-x;U) 
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mmm 1 2 2 

p^:^^->;i/-N-[8-pt5^;i/-3-(i-tfD'j>^-;i/;*5";u)-7-^^y U:i;i/] 



5 ##^J 7 rmrc N-[8-/5">)i/-3-(i-tfP 'J v-;i//5^;w-7-^y u -;u]7-fe 

'H-NMR (DMSO-dj) 5 1.44 (6H, in), 1.79 (8H, m), 2.50 (5H, m), 2.64 (3H. 
s), 3.79 (2H. s). 7. 24-8.20 (7H, m), 8.87 (IH, s), 10.13 (IH. s). 

10 : i78-i79t: m^Bitmm : ^mx^ji-^ y e;i/x-T-;u) 

FABMS(pos) 428 [M+H]+ 

mmm 1 2 3 

4-[(4-7;P^D'>^>v?;U):t^'>]-N-[8-pt5^;|/-3-(l-t!D U v?-;!./^ 



7 T'tffc N- [8- ^ 5";i.-3- ( 1 - e □ U v " ;i/ ^ 5^;U) -7-:^ y U -JH 

'H-NMR (DMSO-dg) 6 1.53 (4H, m), 2.41 (4H, n), 2.64 (3H, s). 3.68 (2H. 
20 s). 5.21 (2H. s). 7.12-8.19 (IIH. m), 8.87 (IH. s). 10.08 (IH. s). 
TzM^^m CjjHjgFNjOj • 0. SH^O tLX 
mWiB. : C. 72.78; H. 6. II; N, 8.78. 
H^M : C, 72.90; H, 6.01; N, 9.03. 




15 
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mmm 124 

N- 5^;i/-3- (1- e □ u >^ ^)\^) -7-^ y U -4- 

X75 K 




'H-NMR (CDCI3) 5 1.81 (4H. m), 2.57 (4H, m), 2.80 (3H, s), 3.81 (2H, 
s), 7.08 (4H. m), 7.19 (IH, t, I = 7. 5 Hz), 7.40 (2H, t, J = 7.5 Hz). 
10 7.69 (IH, d, ] = 9.0 Hz), 7.91 (3H, m), 8.05 (IH, s). 8.21 (IH. d. J 
= 8.4 Hz), 8.88 (IH, s). 

mmm 125 

3-(^>>';i/:^-4^>^)-N-[8-p^5";i.-3-(i-t!P'j':^-;p^5^;i/)-7-+/ U- 

15 ;H^>X75 K 




7 X^mtz N-[8-/^;i/-3-(l-eD U U -)H 7-fe 

20 'H-NMR (CDCI3) 6 1.82 (4H, m), 2.58 (4H, m), 2.79 (3H, s), 3.82 (2H, 
s), 5.16 (2H, s), 7.21-7.59 (9H, m). 7.69 (IH. d. J = 13.8 Hz), 7.97 
(IH. s). 8.07 (IH, s), 8.23 (IH, d, J = 13.2 Hz), 8.90 (IH, s). 

1$* : i48-i49t: (^^^mrn : i^i^x^^ji^-f VT^P e;i/x-x;u) 
mmm i 2 e 

25 4-[(4-;jt h^=^v^>v;i');i-=^^>']-N-[8-p^5";P-3-(l-kf D'J 
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MeO 



-^0 7 mmit^m^mci - 

5 'H-NMR (CDCJj) 6 1.82 (4H, m), 2.58 (4H, m), 2.81 (3H, s), 3.83 (5H, 
m), 5.08 (2H, s), 6.94 (2H, d, J = 8.4 Hz), 7.08 (2H, d, J = 8.4 Hz). 
7.38 (2H, m), 7.69 (IH. d, J =8.8 Hz). 7.92 (3H. m). 8.07 (IH, s). 8.24 
(IH, d, J = 8.8 Hz). 8.89 (IH. s). 

7tm^m§. CjoHj.NjO, • HjO t UT 
10 H-M : C. 72.12; H. 6.66; N. 8.41. 
Hi^fi : C, 72.02;- H, 6.59; N, 8. 16. 

m.^ : 192-I93X: (m^imm rax^^^u-^ y bf;i.x-x;i/) 
nmm 12 7 

A-[{2-y)V:tn^>i^M:t^i^] -N- [8- ^ ^ ;U-3- ( 1 - tf □ U X ;i/ 5^ 
15 M-l-^y V~M^>X7^ H 



P^mimtc ti-[Z-;^^)l-i-(i-\^a u vx;U;t5^;i/)-7-:^y 'Jx;i/]7-tr 

20 'H-NMR (CDCI3) 6 1.82 (4H. m). 2.59 (4H. m), 2.80 (3H, s), 3.83 (2H. 
s). 5.22 (2H. s). 7.08-7.35 (6H. m). 7.50 (IH. m), 7.69 (IH. d. J = 8. 4 
Hz). 7.91 (2H. m), 8.07 (IH. s), 8.22 (IH. d, J = 9.0 Hz). 8.88 (IH, 
S). 

Bj^ : 104-105'c (f^^itmm : ifgrx5';w-r v fcf;ux-r;u) 




o 
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mmm 1 2 s 

4- [ (3- 7 ;u :t p > V ;i/ ) :f V ] -N- [8- / ^ ;i/-3- ( 1 - e □ u - ;p >t 5^ 



5 ##««J7T#fcN-[8-p^^;i/-3-(l-tfDU v-;i/^5^;W-7-+/ U:::;U]7-fe 

'H-NMR (CDCI3) 6 1.82 (4H, m), 2.58 (4H, m). 2.80 (3H, s), 3.81 (2H. 
s), 5.14 (2H, s), 7.04-7.37 (6H, i), 7.68 (IH, d, J = 8. 7 Hz), 7.93 (3H. 

10 m). 8.06 (IH, s). 8.21 (IH, d, J = 9.0 Hz). 8.88 (IH, s). 

M : 151-1 52"C m^itmm : mMX^JU-^ yfU\^)[.Ji~-y')U) 

^mm 1 2 9 

4-[(i-i7UnK> i^M :t ^ $/] -N- [8- ^ f^;i/-3- (1 - tr □ U i^:iJV;A -7- 



##0iJ 7 mrc N- [8-^ ^;i/-3- (1 - tf □ U ^;u) -7-4^ y u 7-fe 

'H-NMR (CDCl,) 5 1.82 (4H. m), 2.58 (4H, m), 2.80 (3H, s). 3.81 (2H. 
20 s), 5. 11 (2H. s), 7.05 (2H, d, J = 8.4 Hz), 7.38 (5H, m), 7.68 (IH, d. 
J = 8.8 Hz), 7.90-8.06 (3H, m), 8.21 (IH, d, J = 9.2 Hz), 8.89 (IH, s). 
Bj^ : 167-16813 m^itmm : Mx^jU-l' V e;i/X-x;i/) 

mmm 1 3 0 

N- [8- ^ 5^;i/-3- (1 - tr □ u -7-+ y u ~)V] -4- { [4- ( h u 7 




15 
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F 



- - ##«?l7-T#fcN-[8-p<5^Jl/-Ml-tfojJ.v;r:;P 

'H-NMR (CDCI3) 6 1.82 (4H. Bi), 2.58 (4H, m). 2.81 (3H, s), 3.82 (2H. 

s). 5.22 (2H. s), 7.08 (2H, d, J = 8.8Hz). 7.55-8.06 (9H. m). 8.23 (IH, 
d. J = 8.6 Hz), 8.89 (IH. s). 

m.^ : 196-197^ (m^imm : »i?x5';i.-ryyDe;ux-x;u) 
10 ^mm 1 3 1 

N- [8- / 5';i/-3- ( 1 - fcf o >j V - p< -7- y 'J - -3- 7 X y -> ^ > 
X7= K 




'H-NMR (CDCI3) 6 1.81 (4H, m). 2.57 (4H, m). 2.79 (3H. s), 3.81 (2H. 
s). 7.05-7.72 (lOH. m). 7.92 (IH, s), 8.06 (IH, s). 8.21 (IH, d, J = 
8.4 Hz), 8.89 (IH, s). 

20 lit;^ : 147-I48t: (m^imm : S^mx5^;u-^y:/Dtf;i.x-x;u) 

mmm 1 3 2 

4-(^>i^)V:i-^-y)-2-y)U:i-n -N- [8- >t 5^ ;|/ -3- (1 - tf D U >? - ;|/ p( 5" 
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7 rmtz N-[8-pt^;i/-3-(l-tf □ U ij 7-fe 

- - - =t 0 > «m^t/=^#fci - - - - - 

5 'H-NMR (CDCI3) 5 1.81 (4H, m), 2.57 (4H, m), 2.82 (3H, s), 3.66 (2H. 
s), 5.15 (2H, s). 6. 76-6. 96 (2H. m). 7.42 (5H. m), 7.69 (IH. d, J = 9. 2 
Hz). 8.02 (IH. s). 8.20 (IH, I, I = 9.4 Hz). 8.36 (IH. d. J = 9.2 Hz), 
8.59-8.67 (IH. m). 8.88 (IH. s). 

: i76-i77r m^imm : s^s^x^^jp-f v^^o tf;ux-x;i/) 
10 mmm 1 3 3 

4-7' O ^-2- 7 D-N- [8-;< 5';i'-3- (I- If □ U -1-^ 7 'J - 



##^J 7 T#fc N- [8-;>^ ^;i/-3- (1- tr P U i^x;i.pC ^;U) -7-=t^ y U 7± 

'HNMR (DMSO-dj) 6 1.72 (4H, m), 2.50 (4H, m), 2.67 (3H. s). 3.80 (2H, 
s), 7.58-7.85 (5H, m), 8.21 (IH, s). 8.88 (IH. d, J = 2.2 Hz). 10.26 
OH. s). 

20 mmm 1 3 4 

4- (2. 3- b H O - 1 -'O 7 7 ^ >-5-'r ;0 -2- 7 ;P:t □ -N- [8- ^ 5";U-3- ( 1 - 
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^mmi 3 3T*#fc 4-:/P^:-2-7;i/:i-D-N-[8-p^^;U-3-(l-tfD'Jv-;U 

0 zt \zrK)\-^mit'^m^%tz7 - - - - - - - 

5 'H-NMR (DMSO-de) d 1.73 (4H. fli). 2.50 (4H. m). 2.70 (3H, s), 3.26 (2H. 
t. J = 8.4 Hz), 3.82 (2H, s). 4.60 (2H. t. J = 8.7 Hz), 6.88 (IH, d, 

1 =8.4 Hz). 7.52-7.82 (7H, m), 8.20 (IH, s). 8.88 (IH, s), 10.11 (IH. 
s). 

ai!* : i8i-i82t: m^imu : mmji^)v-^vfuv:)ijL-7-)i) 

10 MMm 1 3 5 

z-y}\,tD-4'-^ [8- 5";i/-3- (1 - tf □ 'J V - ;i/ 5";i/) -7-^ / u - 
;u][i.r-t*7x-;H-4-*;i/z}^:^rit5 H 



Me 

^mmi 3 3T#fc 4-^Dt-2-7;|/;ro-N-[8-^^;i/-3-(l-trPU>'-;|/ 

'H-NMR (DMSO-d,) 6 1.73 (4H, m). 2.37 (3H, s). 2.50 (4H, m), 2.70 (3H, 
s), 3.80 (2H, s), 7.33 (2H, d, J = 8.2 Hz), 7.65-7.86 (7H, m), 8.21 (IH, 
s), 8.88 (IH, d, J = 2.2 Hz), 10.19 (IH, s). 
20 Mj^ : !80-182'C m^mitmm : mMJi^)]^-^ V^P tf;i/X-x;i') 
FABMS(pos) 454 [M+H] + 

mmm 1 3 e 

3-7;U:t-n-N-[8-pC5^;U-3-(l-t!D U vr:;i/pt5"JU)-7-+y U -;i']-4'-( h 
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5 'H-NMR (DMSO-dj) 6 1.73 (4H. m), 2.50 (4H. m), 2.70 (3H. s), 3.80 (2H, 
s), 7.52 (2H. d. J = 8.4 Hz). 7.70-7. 95 (7H, m). 8.21 (IH. s), 8.88 (IH. 
s), 10.23 (IH. s). 

m,^. : i75-i78t: m^imm itisx^^jwyyohr^i/x-T-ju) 

FABMS(pos) 524 [M+H]+ 

10 mmm 1 3 7 

2' , 4'-v'^^ □ □-3-7;i/^p-N-[8-^5^;p-3-(i-trn u ':^-;i/p^5^;i/)-7-=t^ 



^mmi 3 3T'#;t 4-:/P^-2-7;i';i-D-N-[8-pC^;i,-3-(l-eDU V— ;i/ 

'H-NMR (DMSO-ds) <5 1.72 (4H. m). 2.50 (4H. m), 2.71 (3H, s). 3.80 (2H. 
s), 7.43-7.91 (8H, m), 8.22 (IH. s). 8.89 (IH, s), 10.33 (IH. s). 
Ttm^^M. Cj8H„Cl, FNjO • 0. 5HjO tLX 
20 WrW^iC, 65.00: H. 4.87: N, 8.12. 
^HIM : C. 65.08: H, 4.58: N, 7.78. 

MM. : 162-163'C (l^^itmm : BWiX^Ji.-^ vfn tf;i'X-x;U) 

mmm 1 3 s 
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3-7;i/:to-N-[8-pC5';u-3-(i-ifPU>^-;Up^5";i/)-7-:^^y U-;i/]-4'-(h 



mmmi ssxmrc 4-^Pt-2-7;i':tD-N-[8-^5";u-3-(i-tfDUv:i;i' 

'H-NMR (DMSO-de) « 1-73 (4H. in), 2.51 (4H. m), 2.71 (3H, s), 3.82 (2H, 
s), 7.77-8.06 (9H. m), 8.23 (IH. s), 8.90 (IH. s). 10.29 (IH. s). 

10 th^M:C, 66.28; H, 5.18; N, 8.00. 

^mm. : C, 66.24; H, 4.82; N, 7.98. 

MM. : 202-203'C : »®?X5^;i/-< V7°D fcfjl/X-xjU) 

IIJS^ 1 3 9 

2' . 3. 4' - h U D-N- [8-^ 5^;U-3- (1- 1° □ U ^ -7-=^^ / U - 

15 ;u][i.r-e7x-;u]-4-:^;i/3}?^ij-5 H 



^mmi 3 3T#fc 4-:;^D^-2-7;P:tP-N-[8-^5";P-3-(l-eD«J>^zi;!, 

20 'H-NMR (DMSG-dj) 6 1.73 (4H. m). 2.50 (4H, m). 2.71 (3H, s). 3.82 (2H, 
s), 7.23-7.93 (8H. m), 8.21 (IH, d, /= 2.2 Hz). 8.88 (IH. d. 7= 1.8 
Hz). 10.25 (IH. s). 




F. 




wo 03/035624 



PCT/JP02/11045 



205 



ff-^ffl : C, 70.72; H, 5.09; N, 8.84. 
^mW. : C, 70.42: H, 4.93; N. 8.45. 

m,^ : 172-173'C m^imm : B^BIx5^;i,-< y^p tr;i.x-x;U) 

Mt^m 14 0 

5 4* -X 5^;i/-3- 7 JUt □ -N- [8-^ ^;i/-3- ( I - e P U vZljl'P^ -7-+ y ij X 
[1. r-h*7x-;i']-4-;^7;U4^:^^1t5 K 



^Si^ajl SSmtz 4-:?'P^-2-7;i/:f 0-N-[8-^5";|.-3-(l-t:DU 

'H-NMR (DMSO-d,) 6 1.23 (3H, t. /= 7.8Hz). 1.73 (4H. m), 2.50 (4H. 

m). 2.62 (2H, q. /= 7.8 Hz). 2.71 (3H. s). 3. 83 {2H. s). 7.35 (2H. 

d. y= 8.0 Hz). 7.65-7.86 (7H, m). 8.21 (IH. s). 8.88 (IH. s), 10.15 
(IH. s). 

15 TL^^^m C3oH3„FN30 i: LT 

tf^M : C, 70.06; H. 6.47; N, 8.99. 
: C, 76. 78; H, 6.35; N, 8.71. 

^mm 1 4 1 

20 4- (1 . 3-^ >Vi^:t^ V -;i/-5-'r ;0 -2-y)i^n -n- [8-^ ^;p-3- ( i - e □ 'j 
>?x;i/;<^;i.)-7-^/Ui:;U]^>X7S H 



^ifi^Jl 3 3Tllfc 4-ypt-2-7;U^D-N-[8-pl5^;i.-3-(l-fcrD'J 




Ef 
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'H-NMR (DMSO-dj) 5 1.73 (4H. m). 2.50 (4H. m). 2.70 (3H, s). 3.80 (2H, 
s). 6.11 (2H. s), 7.04-7.85 (8H. m). 8.22 (IH. s), 8.89 (IH, s). 10.18 
(IH, s). 

5 Ttm^^m Cj9H„FN303 -HjO<i:LT 
tf^M : C, 69.45; H. 5.63; N. 8.38. 
HS^fflrC, 69.45; 5.39; N, 8. 41." " 

m.^ : i8i-i82t: (m^itmm mmji^)i--( y tr;ux-f 
nmm 1 4 2 



10 4-(l-^>\/7^>-2-'f;i/)-2-7;i/;*-D-N-[8-;<^;i'-3-(l-tfPU 



mmmi 3 3Xmc 4-7*P^-2-7;P:tO-N-[8-^^;i/-3-(l-tfD'Jv-;i/ 

15 ozt\zxo. ^mit^i^^ntzo 

'H-NMR (DMSO-de) (5 1.73 (4H, m), 2.50 (4H. m), 2.71 (3H. s), 3.81 (2H, 
s), 7.31-7.98 (lOH, m). 8.21 (IH. s). 8.89 (IH. s). 10.27 (IH, s). 
Ttm^^m CjoHuFNjOjtLT 
ff^M : C. 75. 14; H, 5.46; N. 8.76. 
20 ^m^:C, 74.93; H, 5.28; N. 8.48. 

M : 202-203t: im^imm i^^x5^;i/-^ vype;i/x-x;p) 
^mm 1 4 3 

4- (5- □ O -2-5^XX;|/) -2- 7;i/:*- O -N- [8-pC 5^;P-3- (I - tr P 'J xx;i/;>l 5^ 




wo 03/035624 



PCT/JP02/11045 



207 




CI 

nmmi 3 3T#/c 4-:/D^-2-7JI/;fD-N-[8->5^;P-3-(l-tfD'J>^-;U 

5 'H-NMR (DMSO-dg) d 1.72 (4H. m). 2.50 (4H, m). 2.69 (3H. s), 3.80 (2H, 
s). 7.26-7.82 (7H, m). 8.21 (IH, s), 8.89 (IH, s). 10.20 (IH. s). 
Ttm^Vrm CjjHjjClFNjOS • HjO t LT 
: C, 62. 70: H, 5.06; N. 8.44. 
^mm. : C. 62.38: H, 4.71; N. 8.00. 

10 ss^ : i6o-i62t: m^itmm : »®?x5^;i.-^ vyotr;ux-x;i.) 
mmm 1 4 4 

Z-y)l^^ a -N- [8-;< 5^;i/-3- (1- e p U / 5^JU) -7-=^^ / U -4' - (t^ 
7 7 [ 1 . r - 1: 7 X - ;H -A-ij)Uts^^ S K 



15 ^WJl 3 3T#fc 4-yDt-2-7;p:tD-N-[8-;*5^;l'-3-(l-trP 'J 

'H-NMR (DMSO-de) 6 1.72 (4H, m), 2.50 (4H, m). 2.54 (3H. s). 2.71 (3H. 
s), 3.79 (2H. s). 7.39 (2H, m), 7.68-7.87 (7H. m), 8.22 (IH, s), 8.89 
20 (IH. s). 10.20 (IH, s). 

Ttm^mm CijHjjFNjOS <!: LT 
H-^M : C, 71.73: H, 5.81; N, 8.65. 
: C, 71.49; H. 5.71; N, 8.31. 




wo 03/035624 PCT/JP02/11045 

208 

M.^. : I89-190*C (i^^Mii : i^irx5^;P-< V^D fcf;i.x-xJU) 

mmm 1 4 5 

3,4'-v7;U:tO-N-[8-p^^;U-3-(I-eD U ^ ^;i.)-7-+ / 'J - 




HJS^Jl 3 Z-Vntz 4-:/Dt-2-7;L'^0-N-[8-pt5";i/-3-(l-tfD'J>'-;P 
'H-NMR (DMSO-dj) 6 1.72 (4H. m), 2.'50 (4H, m), 2.70 (3H, s), 3.80 (2H. 



10 s). 7.36 (2H, Di), 7.67-7.76 {3H, m), 7.82-7.89 (4H. m), 8.22 (IH, s). 
8.88 (IH, d, J = 1.5 Hz), 10.23 (IH. s). 

iH!,^ : i76-i78*c (m^imm : mmx^jv-^ v zfa e;i/x— r;u) 

FABMS(pos) 458 [M+H]+ 

mmm 1 4 e 

15 4'-^aP-3-:7;i/:^-p-N-[8-^5^;|/-3-(l-h!PU v->'Up^5^;i')-7-^y Ux 
;P][i.i'-fc*7xx;u]-4-:tj;i/it^4^lj-^ H 



CI 




^mmi 3 3"C#fe 4-:fD^-2-7;i/^D-N-[8-;>t5^;u-3-(i-trD»j>^x;i' 

20 ^:i<hlci;0. M^b^t)^'#rc. 

'H-NMR (DMSO-dj) 6 1.72 (4H. m), 2.50 (4H, m). 2.70 (3H, s), 3.80 (2H, 

s). 7.58 (2H. d. J = 8.4 Hz), 7.69-7.88 (7H. m). 8.21 (IH. s), 8.88 (IH. 

d, J = 1.8 Hz). 10.23 (IH, s). 

Bj^ : 181-183'c (f^^itrnm : mkX.=J-)V-^ VZfu e;i/X— r;U) 
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FABMS(pos) 474 [M+H] + 

mmm 1 4 ? 

3-7;i/?ro-4'-^ h^'>-N-[8-pC5^;i,-3-(l-tfDU>?::i;M5";i/)-7-4^y U 



5 MeO 

HJS^aJl 3 3Tt#it 4-:fot-2-7;i/:*-P-N-[8-;?t5^;|/-3-(l-tfDUx;i;U 

'H-NMR (DMSO-de) <5 1.73 (4H. m), 2.50 (4H, m), 2.70 (3H. s). 3.80 (2H, 
10 s), 3.83 (3H, s), 7.07 (2H, d, J = 9.0Hz), 7.64-7.84 (7H, m). 8.21 (IH, 
s), 8.88 (IH, d, J = 1.8 Hz), 10.17 (IH, s). 

m,^ : 164-1 66*0 im^itmm : mmjL^)v-^ y tr;i/x—r;i') 

FABMS(pos) 470 [M+H] + 

mmm 1 4 s 

15 2',3-i;:7;i/;f p-N-[8-/5";i/-3-(i-t!P U vr:;u^^;i.)-7-+y 
;u][i,i'-t'7x-;p]-4-i7;i/j}^:^^it5 K 



IIM^Jl 3 ZT^^tz 4-yPt-2-7;i':tP-N-[8-pC5F;i/-3-(l-fc!PU 

'H-NMR (DMSO-de) <5 1.72 (4H. m), 2.50 (4H. m), 2.71 (3H. s), 3.80 (2H. 

s). 7.35-7.42 (2H, m), 7.49-7.68 (4H. n), 7.74 (IH. d. J = 9.3 Hz). 

7.83-7. 92 (2H, m). 8.21 (IH, s). 8.88 (IH. d, J = 1.8 Hz), 10.28 (IH, 
s). 
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.FABMS(pos) 458 [M+H] + 

1 4 9 

3-7;i/^D-N-E8-;t5^ji/-3-(i-trPU>?:i;u;<5^;i/)-7-4^/ u-jujci. r- 
5 e7x-;i/]-4-:*7;i/7}^^ij-$ K 



%mm\ 3 3T#Ac 4-yD^-2-7;i/:^-D-N-[8-/5^;|/-3-(l-trPUv::i;P 

10 'H-NMR (DMSO-dj) 6 1.72 (4H. m). 2.50 (4H, m), 2.71 (3H. s), 3.80 (2H, 
s). 7.46-7.55 (3H. m). 7.69-7.88 (7H, id), 8.21 (IH. s), 8.88 (IH. s), 
10.23 (IH. s). 

Sfi,^ : i66-i68t: (M^imm : W^x^^jP-f y tr;i/x-T;u) 

FABMS(pos) 440 [M+H]+ 
15 15 0 

4-y □ t-3-7 ;i/:t D-N- [%-^=3')V-Z-{\-\i U 'j z^Zl)V y ' J - 



##«aj7T#fc N-[8-^5^;p-3-(i-eD 'J vx;M5';W-7-=t^y 'Jx;H7-t: 

'HNMR (DMSO-dj) <5 1.72 (4H, m). 2.50 (4H, m), 2.64 (3H, s), 3.81 (2H, 
s). 7.58 (IH, d. J = 8.8 Hz), 7.81-8.03 (4H, m), 8.23 (IH, s). 8.89 (IH, 
d. J = 2.2 Hz), 10.38 (IH, s). 

25 ^mm 1 5 1 
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-N- [8- ^ ^;u-3- (1 - tf o u -7-4^ yj [i , r - 



^mM l~ 5 OT't#fc 4-yPt-3-7;i'^D-N-[8-^^-;i/-3-(l-tra U v'x;!/ - - 

'H-NMR (DMSO-de) 6 1.73 (4H, m). 2.50 (4H, m), 2.67 (3H, s), 3.81 (2H, 
s). 7.47-7.66 (6H, m), 7.75 (IH, m), 7.84 (IH. d, J = 9.0 Hz). 8.00 (2H. 
m), 8.23 (IH. s), 8.89 (IH, d, J = 2. 1 Hz). 10.38 (IH. s). 
10 Mj^. : 156-158*C (i^^Mii : m^X^)l--( Vy'u tfJUX-x;U) 
FABMS(pos) 440 [M+H]+ 

mmm 1 5 2 

2-y)\^-tu-i'-:^ h=^^v-N-[8->^5";u-3-(i-tf P'j vr.;i/^5";W-7-+y U 
-jU][i.r-f:7xn;i/]-4-;^j;i/3j^^ltS H 



^mmi sox-mtz 4-:^D^-3-7;u^D-N-[8-^^;i/-3-(i-eDU>'-;i/ 

'H-NMR (DMSO-dj) a 1.76 (4H, n), 2.50 (4H. m), 2.66 (3H, s). 3.83 (5H, 

20 m), 7. 10 (2H. d. J = 8.7 Hz). 7.58-7.64 (3H, m). 7.71 (IH. m). 7.85 (IH. 

d. J = 8.7 Hz), 7.95 (2H. m), 8.28 (IH, s), 8.92 (IH, s), 10.36 (IH. 
s). 

st,-^ : 174-176'c m^itmm m^x^)u-( y tr;px-x;i/) 

FABMS(pos) 470 [M+H]+ 





MeO 




15 
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mmm 1 5 3 

2.4'->'7;U^D-N-[8-pl5";U-3-(l-t!D U :^ ^ y 'J - 



5 mmMl 5 OT#fc 4-:^Pt-3-7;i/:tO-N-[8->C5^;U-3-(l-troU>?-;i/ 

'H-NMR (DMSO-dj) 5 1.73 (4H, m), 2.50 (4H, ni), 2.66 (3H, s), 3.82 (2H, 
s). 7.38 (2H, m), 7.60-7.63 (IH, m), 7.68-7.79 (3H, id), 7.84 (IH. d, 
10 J = 9.0 Hz), 8.24 (IH, s), 8.89 (IH, s), 10.38 (IH, s). 

FABMS(pos) 458 [M+H]+ 

mmm 1 5 4 

4'-:i7 PD-2-7;i/:tP-N-[8-^^;i/-3-(l-bf □ U v;i;i/^5^;i/)-7-^^y'j:i 
15 )V] [1, r-t:7x-;P]-4-;*7;Uj}^+-tt5 K 



^mmi 5 O-cmtz 4-yD^-3-:7;l/:tO-N-[8-pt5^;i,-3-(l-tfD'J 

20 'H-NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m). 2.66 (3H, s), 3.81 (2H, 
s), 7.59-7.83 (6H, m), 7.84 (IH, d, J = 9.3 Hz), 8.00 (2H, m), 8.24 (IH, 
s). 8.90 (IH, s). 10.39 (IH, s). 

Mj^ : 190-192'C (m^itmm : P®?X^;i/->r vyDe;i.X-x;|/) 
FABMS(pos) 474 [M+H]+ 



F - 




CI 
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mmm 155. 

2- 7 □ -4 ' - [8- 5^;i/-3- ( 1 - e □ u ^ ^^^p) -t-^^^ / u - 



Me' 




5 5 0T^lfc 4-yp^-3-7;P:tD-N-[8-/5^;|/-3-(l-tfO'J 

'H-NMR (DMSO-dj) 6 1.73 (4H. m), 2.38 (3H, s), 2.50 (4H, m). 2.66 (3H. 
s). 3.81 (2H. s), 7.34 (2H, d, J = 8.4 Hz), 7.54 (2H, d. J = 7. 2 Hz), 
10 7.61 (IH, d, J = 8.4 Hz). 7.72 (IH, m), 7.84 (IH, d. J = 9.0 Hz). 7.97 
(2H, m), 8.23 (IH, s), 8.89 (IH. d, J = 2. 1 Hz). 10.36 (IH. s). 

m,^ : 193-194^: m^imm g^^x5^;i.-rvyptr;i.x-x>'u) 

FABMS(pos) 454 [M+H] + 

mmm 1 5 6 

15 2,2'-v7;U^O-N-[8-7^^;i/-3-(l-tf □ "J 5?-;!/ ^ 5^;P)-7-+ ^ U- 

;H [1. \' '\iy x.=.M-4-ii)Vt^^-*)-5. H 




mt^mi 5 OT*#fc 4-:/Dt-3-7;p^P-N-[8->t5";i/-3-(i-tfD>Jv-;i/ 

I 

'H-NMR (DMSO-de) 6 1.73 (4H, m), 2.50 (4H, m), 2.67 (3H, s). 3.80 (2H. 
s). 7.39 (2H. m). 7.53-7.71 (4H. m). 7.85 (IH. d. J = 9.0 Hz), 7.99 (2H. 
m). 8.23 (IH. s). 8.89 (IH. d, J = 2. 1 Hz). 10.40 (IH, s). 

gj!,^ : 139-140'c (m^imm : »six^;i.-r y T^p tr;i/x-x;u) 

26 FABMS(pos) 458 [M+H]+ 
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10 



15 



20 



mmm i s ? 

4-y D ^ -2- [8- ^ ^;p-3- ( 1 - tr p u >'^;u / -7-^ /^j-m 



- ##«sj7 T»fc-N- [8-;'i^;i.-3-- (Ktf D U-e^r^^^ - 

'H-NMR (DMSO-dj) 6 1.73 (4H, m). 2.47 (3H. s), 2.50 (4H, m), 2.68 (3H. 
s), 3.79 (2H. s), 7.54-7.58 (3H. in), 7.65 (IH. d. J = 9.0 Hz), 7.81 (IH, 
d, J = 8.7 Hz). 8.19 (IH, d, J = 2. 1 Hz). 8.86 (IH. d. J = 2.4 Hz). 10.17 
(IH. s). 

nmm 1 5 8 

4' -y)\^:ta-z-^ 5";i/-N- [8-^ 5";i.-3- (i - e d u ^ ^;i.) -7-^ y u - 
;W [1. i'-\^y3u~)V]-i-:^)i:f.^^B. K 



^mmi 5 7T#fc 4-yD^:-2-pC^;|/-N-[8-^5^jU-3-(l-eDUi^-;P^ 

'H-NMR (DMSO-dj) d 1.73 (4H. m). 2.50 (4H. m). 2.55 (3H, s). 2.70 (3H, 
s), 3.80 (2H, s), 7.33 (2H. m), 7.64 (4H, m), 7.79 (3H. m), 8.21 (IH, 
s), 8.88 (IH, d, J = 1.8 Hz), 10.18 (IH, s). 

m.^ : 2oo-203t: (i^^itmm : mk:L^)w^v-fm}VjL-^)V) 

FABMS(pos) 454 [M+H3 + 

^mm 1 5 9 

4-y □ ^:-3- ^ 5^;i/-N- [8-^ 5^;i'-3- (1 - e □ u v " ;u ^ -1-^ yij 
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Me. 



Br 




-5-- ^ o-. ^mit^m^nrco — -- -- 

'H-NMR (DMSO-dj) (5 1.72 (4H. m). 2.46 (3H. s), 2.50 (4H, m). 2.64 (3H, 
s), 3.79 (2H, s). 7.57 (IH. d. J = 8.7 Hz), 7. 77-7.82 (3H. m). 8.01 (IH. 
s), 8.20 (IH, d, J = 1.8 Hz), 8.87 (IH, d. J = 2. 1 Hz), 10.25 (IH, s). 

mmm 1 6 0 

10 4'-7;i/;tD-2-^5^;i.-N-[8-^5^;u-3-(i-eD'j v-;u^5^;p)-7-4^ y ^j- 
;W[l.r-t:7x-;P]-4-:^;P7K=^-+h5 H 



^mmi 5 9Tt#fc 4-:/D^-2-^5';U-N-[8-^5^;i/-3-(l-hfDU>'-;i./ 

'H-NMR (DMSO-d.) 6 1.73 (4H. m). 2.33 (3H. s), 2.50 (4H, m). 2.66 (3H. 
s), 3.81 (2H. s). 7.32 (2H. m). 7.38 (IH. d. J = 8.4 Hz). 7.46 (2H, m). 
7.61 (IH. d. J = 9.0 Hz), 7.82 (IH, d, J = 8.7 Hz). 7.93 (IH. d. J = 
7.8 Hz). 7.99 (IH. s). 8.22 (IH. s), 8.88 (IH. d. J = 2. 1 Hz). 10.25 
20 (IH, s). 

M!^. : 200-202t: (^^MiS : m^:L^JU-^ v^u e;i/x-x;u) 
FABMS(pos) 454 [M+H] + 

1 6 1 

4-('^>v;i/;f:^v)-N-[8-/5";i/-3-(l-fcf'^'J v:n;U^5^;|,)-7-+y ij- 
25 ;1/]^>X75K 
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'H-NMR_(DMS0-d5X M J . 51_(6H, ^inX. ,2. 39-(4H.^inX,- 2. 61 (3H, sX. -3.-64- (2H, . 

5 s), 5.23 (2H, s). 7.16-8.17 (12H, m), 8.86 (IH, s). 10.07 (IH, s). 

FABMS(pos) 466 [M+H]+ 

mmm i e 2 

i-[(A-y a ^> )i) i^] -N- [8- ^ 5^ ;i/-3- (1 - tr >^ u >^ - ^ 5^ 
10 ;u)-7-+y 'j-;n^>X75 F 




'H-NMR (DMSO-dg) 5 1.53 (6H, m). 2.41 (4H, m), 2.64 (3H, s). 3.68 (2H, 
15 s), 5.21 (2H, s), 7.12-8.19 (IIH, m), 8.87 (IH, s). 10.08 (IH, s). 

. m,^. : i59-i6ot: m^imm mmji^)i-^ y 7°o trji^x-x;!/) 

FABMS(pos) 484 [M+H]+ 

^mm 1 6 3 

4-(^>>^;|/:f ^>^)-2-7;P^P-N-[8-pC5^;i.-3-(l-tf>^U i^-JV:^^ 
20 ;W -7-:^ / U ^ >X7 5 H 
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'H-NMR (CDCI3) 6 1.46 (2H. m). 1.59 (4H, m), 2.44 (4H. m), 2.82 (3H, 

s). 3.66 (2H, s), 5.15 (2H, s), 6. 76-6.96 (2H, 01), 7.42 (5H, m). 7.69 

5 (IH. d, J = 9.2 Hz), 8.02 (IH, s), 8.20 (IH. t, J = 9.4 Hz). 8.36 (IH. 
d. J = 9.2 Hz), 8.59-8.67 (IH, m), 8,88 (IH, s). 

mmm 1 6 4 



##M4 9T#e>n;t 4-:/oqE-N-[3-(:5?aD;»t5^;i/)-8-pt5^;i/-7-=t^ / ij - 

15 'H-NMR (DMSO-dg) <5 1.59 (6H. n), 2.65 (7H, m). 3.84 (2H. s). 7.59 (IH. 
d. ;= 9.2 Hz). 7.80 (3H. s), 8.00 (2H. d. /= 8.4 Hz). 8.21 (IH. m), 
8.91 (IH. d. / = 1.8 Hz). 10.32 (IH. s). 

^mm 1 6 5 

4* -pt h + 5>-N- [8-^ tr P u V - ;u ^ -7-:^ / u - [1 . r - 

20 \:^y:c-Jl]-4-:fj)],^^^S_ H 



mmm i e 4rmc 4-yp^-N-[8-pt5^;i.-3-(i-e^u v-;M^;i/)-7-=t- 

25 'H-NMR (DMSO-dg) 6 1.42-1.52 (6H. m). 2.40 (4H. s). 2.66 (3H. s). 3.65 



10 




MeO 




wo 03/035624 



218 



PCT/JP02/11045 



(2H, s). 3.82 (3H, s), 7.07 (2H, d, J = 8.8 Hz), 7.62 (IH, d, I = 8.8 
Hz), 7.73 (2H. d, J = 8. 8 Hz), 7.82 (3H, m). 8.11 (2H, d, J = 8.4 Hz), 
8.19 (IH, s), 8.87 (IH. d, J = 2.2 Hz), 10.25 (IH. s). 
M}^ : 190-192'C m^itmU : mmx^}],-^ y yp ejUx-r;!/) 
5 FABMS(pos) 466 [M+H] + 

^mm 1 6 6 

^4* -7;P:r □-N-[8-^5';i.-3-a-e^iJ vz:;l'>^;P)-7-^7Tj^;V] [i J'-- - 




10 ^mmi 6 4T#fc4-7'o^-N-[8-;^5^;i'-3-(l-tr^'J>'3:;|/^5';i.)-7-4^ 

'H-NMR (DMSO-dj) 6 1.41 (2H. m), 1.52 (4H, m), 2.40 (4H, m), 2.67 (3H. 
s), 3.66 (2H, s). 7.36 (2H, m). 7.62 (IH, d, J =8.4 Hz). 7.84 (5H, m). 
15 8.14 (2H, d. J = 8. 1 Hz). 8.19 (IH, s). 8.87 (IH, d, J = 1.2 Hz), 10.29 
(IH. s). 

m.^ : 188-1 got: i^^^itmu : Mx5';u-< y t!;i/x-x;W 

FABMS(pos) 454 [M+H] + 
16 7 

20 4- (5- P □ -2-^X=.)l) -N- [8- >C ^)W2- (1 - tT U vx;i/ ^ 5^)U) -7-=^^ / 




CI 

^mmi 6 4T#^4-yD^-N-[8-/5^;i/-3-(l-tf^'J >^~Jl>^^)U)-7-^ 
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'H-NMR (DMSO-dg) 5 1.41-1.52 (6H, m), 2.40 (4H. m). 2.66 (3H, s), 3.66 
(2H. s), 7.25 (IH, m), 7.60-7.84 (5H, m), 8.09-8.20 (3H, m), 8.87 (IH. 
5 s), 10.29 (IH, s). 

7tMj^m§ C„H„C1N,0S .htT 

frWffl': C, '68.12 ; 5.Yl : T 83. '" 

^®^ffl:C, 67.92: H, 5.42: N. 8.52. 

: 2i2-2i3t: (maimm : mmx^ji-^ y:/ptf;ux-T;u) 
10 mmm 1 6 8 

4-y □ ^ -2-7 P-N- [8-/ 5^;i/-3- (1 - 'J ^ ^)l)-7-^ y ij - 



5 0 Tf^ e> nfc ^;i/-3- (1 - tr^ >J ^ - ;P -7-:^ j^y-)\,T 

'H-NMR (DMSO-dj) 6 1.51 (6H. m), 2.39 (4H, m), 2.67 (3H. s). 3.66 (2H. 
s), 7.56-7.85 (5H, m), 8.17 (IH. s), 8.86 (IH, d, /= 1.8 Hz), 10.26 
(IH, s). 

1 6 9 

20 3- 7 o -N- [8- ^;i/-3- (1 - tr ^ u ;i/ p< j-)V) -7-=ir / u [i . r - 



\ 6 8-e#e)nfc 4-yD^:-2-7;i':tO-N-[8-;<5';P-3-(l-tr^iJv 

25 s:fT^c:<i:{c.to. ^mt-^m^%fz. 
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'H-NMR (DMSO-dg) 6 1.52 (6H. m), 2.39 (4H, m). 2.71 (3H, s), 3.66 (2H, 
s), 7.45-7.88 (lOH, m), 8.17 (IH. s). 8.87 (IH. d. /= 2.2 Hz). 10.19 
OH, s). 

Ttm^^m CjjHjgFNjO • 0. 5H,0 t tT 
5 H-gfi : C. 75. 30; H. 6.32; N, 9.08. 

: C, 75.60; H, 6. 17; N, 9.23. 

g*,^": 187-1 88^: i^;^imm:mmji^)v-W^^j'-f'a\^ 
mmm 1 7 0 

3. 4' - V 7 ;U :t □ -N- [8- ^ ^ ;P -3- (1 - tf U V 11)1 )l) -7- ^ y u - 
10 Jl] [1. \'-\:iya^:zM-i-tl)l^t^=^D-^ H 



-;i'/^;i/)-7-+y *j=.)V]^>X7^ KSfflVix, mmmso tm^o)Wii¥ 

15 'H-NMR (DMSO-de) <5 1.52 (6H. m), 2.39 (4H. in), 2.71 (3H, s), 3.65 (2H, 
s), 7.31-7.90 (9H. m), 8.18 (IH, s). 8.86(1H. s), 10.20 (IH, s). 
Ttm^m^ C„H„F,NjO «h LT 
th^ffi : C, 73.87; H. 5.77; N, 8.91. 
MIkm : C. 73. 65; H, 5.72; N, 8.88. 

20 m.^. : 1 86-18713 m^itmm : mmx^ju-^ y tr;ux— r;u) 

mmm i 7 1 

3-7;i/^D-4'-^ h+>'-N-[8-^5^;u-3-(i-tf^U vn;i/pC5^;i^)-7-=\^y U 
nju][i,r-e7x-j|/]-4-:^;i/ji?:=»^lj-= H 
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^mmi 6 8Ttte»nfc 4-:/D^:-2-7;i/:tn-N-[8-^5';i'-3-(i-tr'^Uv 

'H-NMR (DMSO-dj) 5 1.52 (6H. m). 2.39 (4H, m). 2.70 (3H. s). 3.65 (2H. 

5 s), 3.83 (3H. s). 7.07 (2H, d. /= 8.8Hz). 7. 62-7. 84 {7H, m). 8.18 (IH. 
s), 8.86(1H, s). 10.15 OH. s). 

7C^^i-«T^ CjoHsoFNjOjtLT ~ " 

tfM : C, 74.51; H. 6.25: N, 8.69. 
M^M. : C, 74.31; H, 6.37; N. 8.61. 

10 m.^ : 191-192'c (m^imm mx^;i.-< vzfa tf;px-x;i^) 
mmm 1 7 2 

4-(5-i^OD-2-^X-;P)-2-7;P:tP-N-[8-p^5^;U-3-(I-e'^U 



15 ^mmi 6 4-:/D^:-2-7;i/:tP-N-[8-p<5^;U-3-(I-fcr^>J v 

i:;U^^;i/)-7-^y 'Jx;i.]^>X75 H^rffl^^T, mmms 0 <!:|S|^0^f^ 

'H-NMR (DMSO-dg) 6 1.51 (6H, m). 2.39-2.50 (4H. m), 2.69 (3H. s), 3.66 
(2H, s), 7.25-7.81 (7H. m), 8.18 (IH. s), 8.87(1H, s), 10.20 (IH. s). 
20 TzM^^m C30H30CIFN3OS • 0. 5H2O t VX 
ifWM : C. 64.47; H, 5.21; N, 8.35. 
SlS^tt : C, 64.85; H. 5.04; N, 8.17. 

MM. : 205-206'C im^itmm : KSgX^^^U-f V^p lf;Ux-x;l.) 

mmm 1 7 3 

25 4-(2.3-xt KP-l-^>y7^>-5-r;i/)-2-7;U:tP-N-[8-^5";i/-3-(l- 




CI 
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- -^n^c-tiz^D. mmit^^^mco - - 

5 'H-NMR (DMSO-d.) 6 1.41-1.52 (6H. m). 2.39-2. 50 (4H. m). 2.70 (3H. s), 
3.29 (2H. t. J = 8.4 Hz), 3.65 (2H, s). 4.60 (2H. t, J = 8.4 Hz). 6.88 
(IH, d, J = 8. 4 Hz), 7.53-7.83 (7H, m), 8.17 (IH, s), 8.86 (IH, s). 10.12 
(IH. s). 

Bl!,^ : 202-203'C {f^^itmm : mmJi^Jl-^ y ti;i.x-x;U) 

10 mt^m 1 7 4 

4-yp^:-3-7;U:tD-N-[8-^5^;u-3-(i-tr^'j vn;i'^5^;i/)-7-=^y >J- 




##«sj5 o-et#^nfc 8-^^;i/-3-(i-tr^u>'-ji'p^^;i/)-7-4^ y^j-jVT 

'H-NMR (DMSO-dj) 6 1.42 (2H. m). 1.52 (4H, m), 2.39 (4H. m), 2.69 (3H. 
s), 3.83 (2H. s), 7,56-8.03 (5H, m). 8.20 (IH, o). 8.91 (IH, m), 10.36 
(IH, s). 

17 5 

20 2-7;U:to-N-[8-pC5';u-3-(i-tr^'J>^r:;i/^5^;i.)-7-+y 'J:i;U][i,r- 
t:7x-;i/]-4-:^7;i/;}^=l^lJ-$ K 
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nmmi 7 4X'm^nrz 4-:^Dt-3-7;i/;tD-N-[8-;<5";i'-3-(l-t!'<'Jv^ 

'H-NMR (DMSO-dj) 6 1.51 (6H, m). 2.40 (4H, m), 2.67 (3H, s), 3.67 (2H, 
5 s), 7.30-8.20 (IIH. m). 8.87 (IH, s), 10.37 (IH, s). 
TzM^^m CjjHjgFNjO • H,0 i: UT 

ltM:C. 73.86: H, 6.41; N,' 8. 91" ~ " 

llS^ffl : C. 73.95: H, 6.02; N, 8.51. 

: 138-1 39*0 (ig^ib^iK : i^iJX^^jl.-'f V^D tr;i.X-x;i/) 

10 ^mm 17 6 

2.4'-v7;t^;tD-N-[8-^5^;i/-3-(i-e^u >^-;u^?;p)-7-^y ux 



%mmi 7 4T#e)nfc 4-yD^-3-7;U:rP-N-[8-;<^;U-3-(l-tf^'J>' 

'H-NMR (DMSO-dj) <5 1.52 (6H, m). 2.39 (4H, m), 2.67 (3H, s), 3.65 (2H, 
s), 7.30-8.20 (lOH, in). 8.88 (IH, s). 10.37 (IH, s). 
Ttm^mm C„H„F,N,0 • H,0 t bX 
20 th^ffi:C, 71.15; H, 5.97; N, 8.58. 
HS^tt : C, 70.77; H. 6.02; N, 8.41. 

: 161-162'C (i^^imm : MX5^;l.-1' 7 tf;UX-x;i^) 

mmm m 

2-y)i7tn-4'-^ h=ir->-N-[8-^5";i/-3-(i-t!'<i»j vx;Ppt5";i/)-7-=|^y g 
26 x;i/][i,r-f7xx;i/]-4-;^;i'3j^:^-tf5 H 
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^t&mi 7 4T#enfc 4-:fD^-3-7;u;fD-N-[8-^^;i/-3-(i-e'^'j V 

^'tr6t k fci 0 r mmit^m^'Mzi - - - - 

5 'H-NMR (DMSO-de) d 1.52 (6H, m), 2.40 (4H, m), 2.67 (3H, s), 3.66 (2H. 
s), 3.83 (3H, s), 7.08-8.20 (lOH, m), 8.87 (IH, s), 10.37 (IH, s). 
91!.^ : 148-1 49*0 {l^mmu : B^agx5";i/-f y :/n klJVX-T-JV) 
17 8 

N-[3-(i-7-feVi-;i/p^5";u)-8-;<5";u-7-4^y Un;u]-4-yp^^>X7 5 



##0ij5 1 -e4ie>nfc 3-(i-7-tf/t-;i.^5^;w-8-p^5";i/-7-+y 'jii;UTa 

'H-NMR (DMSO-dj) 6 1.59 (8H, m), 2.66 (llH, hi). 3.83 (2H. s) , 7.59 
15 (IH, d. J = 9.2 Hz). 7.80 (3H. s), 8.00 (2H, d, J = 8.4 Hz), 8.21 (IH, 
m). 8.91 (IB. d. J = 1.8 Hz). 10.32 (IH, s). 

^mm 1 7 9 

N-[3-(i-7-feVi-;i/;t5";W-8-/^;u-7-=^y U-;W-4'-pt h=lr->[i. r-k* 
7xz:;H-4-:^;U3}^^it5 H 



^mmi 7 8T»^nfe N-[3-(l-7if/t-;P/5';W-8-pC5^;|.-7-:^ry 



10 




20 
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'H-NMR (DMSO-dj) 6 1.59 (8H, m), 2.67 (7H, m). 3.82 (5H, m), 7.07 (2H, 
d. J = 8.8 Hz). 7.62 (IH. d. I = 8.8 Hz), 7.74 (2H. d. J = 8.8 Hz), 7.81 
(3H. m), 8.12 (2H. d. J = 8.8 Hz), 8.19 (IH. d. J = 1.8 Hz), 8.91 (IH. 
5 d, J = 2.2 Hz). 10.25 (IH, s). 

FABMS(pos) 480 [M+H]+ ' " 

mmm i s o 

N- [3- (1 -7-fcf / -8-^ 5^;u-7-^ y u -4" - 7 o [i , r - k* 

10 •7x-;i/]-4-;^j;l'Zl?=^r1f5 H 



mmmi 7 s-vm^btitc N-[3-(i-7-tvt-;i.pt5";p)-8-^^;i/-7-:^^yu^ 

15 'H-NMR (DMSO-de) 5 1.59 (8H, m). 2. 64-2. 67 (7H. m), 3.83 (2H. s), 7.36 
(2H, m), 7.62 (IH. d, J = 8.7 Hz). 7.84 (5H, m) . 8.14 (2H, d, J = 8.4 
Hz), 8.21 (IH, s), 8.90 (IH, d, J = 1.5 Hz), 10.29 (IH, s). 

m.^ : i66-i68"c m^imm : mk:L^)v--{ y yp tr;i.x-5r;u) 

FABMS(pos) 468 [M+H]+ 

20 ^mm 1 8 1 

N-[3-(i-T-tvt-;i'p(5^;i/)-8-^^;p-7-=i^y u -4- (5-^:7 □ a-i-^x 
r;i/)^>X7S H 





CI 
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mmmi ? sx-n'^nrc N-[3-(i-7-fevi-ji/^^;i/)-8-^5^;p-7-+/u- 

'H-NMR (DMSO-dg) 6 1.59 (8H, m). 2.66 (7H, m), 3.83 (2H, s), 7.24 (IH. 

5 m), 7.61 (2H. m), 7.81 (3H. m), 8.08-8.19 (3H, m). 8.91 (IH, s). 10.29 
(IH, s). 

TC^^ifM C„Hj8ClN,0,S • 0. 5H,0 <i:LT " " - - - 

ttSM : C, 67.39; H. 5.86; N, 8.42. 
: C, 67.71; H, 5.57; N, 8.21. 

10 m.^ : 1 86-1 87r m^itmm : m^x^ji-^ v -fu hr;i/x-f-;u) 

^mm 1 8 2 

N-[3-(i-7-tVi-;i/pC5';u)-8-^5';i/-7-^y U :z)V]-4-y'u^-2-y )\,^a 



15 ##fil5 ixmibtlft 3-(l-7if/t:i;i/;<5';U)-8-^5^;i/-7-=^r/ U:^;U75 

'H-NMR (DMSO-dj) 6 1.59 (8H, m), 2.50 (2H, m), 2.64 (2H, m), 2.68 (3H, 
s). 3.83 (2H, s), 7.61-7.80 (5H, m), 8.19 (IH. s), 8.90 (IH. d. J = 1.8 
Hz), 10.26 (IH. s). 
20 18 3 

N- [3- (1 -7 if ^ -8-^ ^)V-7-^ / 'J -3- 7 ;i/:t P [1 , r - h* 

7xZ:;U]-4-:^;i/7}?^1t5 H 



^mmi 8 2-ct#e>nfc N-[3-(i-7if/t-;i/^5';w-8-^5^;i/-7-^ry 

25 ;W-4-yD^-2-7;U^P^>X75 K$ffl(.iT, ^Jfi0iJ5 0«!:TO©^f^S: 
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'H-NMR (DMSO-dj) (5 1.59 (8H. m), 2.65 (4H. m). 2.71 (3H. s), 3.84 (2H. 
s), 7.50-7.79 (lOH, m), 8.21 (IH. s). 8.92 (IH, s), 10.23 (IH, s). 
TC^^J-^ffl CjoHj/NsO • 0. 5HjO tVX 
5 fh^ffi : C. 75.60: H, 6.56: N, 8.82. 

: C, 75. 92: H, 6.20: N. 8.75. 

m,^. : h'l-mx: (f^^imm : mmji¥)i^^^^ - 

mmm i s 4 

N- [3- (1 - 7 -tf /t - JL' ^ 5" ;u) -8- ^ ;i.-7- 4^ yij - ;n -3, 4' - X 7 ;p :t o 

10 [l.^-t':7x-;^]-4-;^7;^7}^*+1^■= H 



^mmi 8 2Tf§e)nfc N-[3-(l-7ifA-;i/pt5^;0-8-^5^;i/-7-+y 
;U]-4-yDt-2-:7;P:tD^>X75 Hi£ffltiT, llliE««J5 O^hTO^^fPSr 

15 'H-NMR (DMSO-dj) a 1.59 (8H, m). 2.65 (4H, m). 2.70 (3H, s), 3.84 (2H. 
s), 7.32-7.86 (9H, m), 8.20 (IH. s), 8.91 (IH, s), 10.22 (IH, s). 
jH!,^ : 159-160t: (mimm : i^^X^^lz-f V^p e;i/X-x;U) 

^mm 18 5 

N-[3-(i-7-t:V'?z:;i'/5";p)-8-^5";i/-7-^y U-;i/]-3-7;i/:tP-4'-pc h 
20 ^'>[i. i'-\fyx.-M-4-t}M=¥D-s. h* 



MeO 

Mmmi 8 2T'#e>nfc N-[3-(l-7-feVt-;U^5^;i/)-8-^5';U-7-+y u- 

;i']-4-yot-2-7;i':tp^>X75 H^fflvix, nmms o tmm(om^^ 
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'H-NMR (DMSO-dj) 6 1.60 (8H. m). 2.71 (7H. m). 3.83-3.88 (5H, m). 7.08 
(2H. d. J =8. 8 Hz), 7.67-7.85 (7H. m). 8.22 (IH. s). 8.92 (IH, s). 10.17 
(IH, s). 

TC^^^M Ca.HjjFNjOjiLT 
5 tf-M : C, 74.83; H, 6.48: N. 8.44. 
^ilM : C. 74.53; H, 6.30; N. 8.09. 

mj^ : 171-17210 {f^^^mm • Sf^x#;w~y yp fcf;bx->;u) - 

mmm i s 6 

N-[3-(i-7-tf/t-;i/^5";P)-8-;>t^;p-7-:^^y ^)-jl]-A-(s-i7an-2-^jL 
10 ^;i')-2-7;i/:tP^>X7 5 K 



CI 

;i.]-4-:/Dt-2-7;P^D-^>X75 K^fflt^T. II»J5 O tl^ilCD^f^^ 

^ d <h {c <k D . ^m\\L%m^%f^. 

15 'H-NMR (DMSO-d.) 6 1.59 (8H. m). 2.69 (7H, m). 3.86 (2H. s). 7.25-7.85 
(7H. m). 8.21 (IH. s), 8.91 (IH, s), 10.21 (IH, s). 
TC^^tff ffl CjgH^C 1 FN3OS • 0. 5HjO i t T 
ff-^fg : C, 65.04; H. 5.46; N, 8.13. 
: C, 65.00; H, 5.07; N, 8.00. 

20 m.^. : 1 66-1 67t: m^itmm : mm:r.^)u-^ y y □ e;ux-x ;w 
^mm 1 8 7 

N- [3- (I - -8-^ 5^;i/-7-4^ y u - ;H -4-y p ^-3-7 p 
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'H-NMR (DMSO-dg) 6 1.59 (8H. m), 2.65 (4H, m), 2.69 (3H, s), 3.83 (2H, 
s). 7.56-8.03 (5H, m), 8.20 (IH. m), 8.91 (IH, m), 10.36 (IH. s). 



5 ^mm 1 8 8 

N-[3-(i-7-tf/i-Ji'P<^;u)-8-/5";i/-7-^y 'j-;i']-2-7;p:tD[i.i'-e 



mmmi 8 Yxn^ntz N-[3-(i-7'fevi-;i'P<5^;i')-8-^5";u-7-^y 'jn 
10 ;i/]-4-:;^D^-3-7;u:tD^>X7 5 K^rfflv^T, mmms 0 tmm(Dmi^^ 

'H-NMR (DMSO-dg) 6 1.59 (8H. m), 2.67 (7H, m). 3.84 (2H, s), 7.33-7.98 
(lOH, m), 8.21 (IH, s), 8.92 (IH. s), 10.35 (IH. s). 
Ttm^^m CjoHjoFNjO • 2H,0 tLX 
15 tf^M:C, 71.55; H. 6.80; N. 8.34. 

: C, 71.94; H, 6.64; N. 8.02. 
Mi^. : 129-130'C m^itmm : WMx^JV-i yy'n^Ji.JL-T'M 

mmm i s 9 

N-[3-(l-71f/t-;U^5";i/)-8-p^5^;i.-7-:^>' ^)-)\^]-2.4'-i^y)U^U 

20 [i.r-e7x-;w-4-:<7;u7j^^ij-= H 



nrnmi 8 7Tt#bn/c N-[3-(l-7-feVl-;l/p<5';U)-8-p^5';P-7-^y U- 
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'H-NMR (DMSO-d,) 6 1.59 (8H. m), 2.67 (7H. m), 3.83 (2H. m). 7.34-8.01 
(9H, m), 8.20 (IH. s), 8.91 (IH. s), 10.37 (IH, s). 
Ttm^^m CjoHjjFjNjO • 1 . 5HjO tbX 
i^nm : C. 70.29: H. 6.29; N. 8.20. 



5 : C, 70.63; H. 6.02; N, 8.41. 

: i62-i63t: (^Mtitmm : gfi?x5^;u-r V tf;i/X-x;P) 
~ MM^i 9 0 " " " " " 

N-[3-(i-7if/t-;p^5^;i/)-8-/^;i.-7-=^/ U-;H-2-7;p;t-D-4'-p< h 

+'>[l.r-f7xX;|/]-4-*Jl.jl?:^^+|-5 H 



mmmi S 7T#e>nfc N-[3-(l-7-ii7t-;i.^5^;i,)-8-^^jl,-7-:^-y 

;i/]-4-:/ot-3-7;i/:tD^>X7$ K^^^ix. mmms o i:mm<Dmf^^ 

'H-NMR (DMSO-de) « 1-59 (8H. id). 2.67 (7H. m), 3.83 (5H, m). 7.11-7.98 
15 (9H, m), 8.22 (IH. s), 8.92 (IH. s). 10.33 (IH, s). 
TL^^^M Ca.HjjFNjOj • HjO <»: LT 
WrW-M.: C, 72.21; H, 6.65; N, 8.15. 
: C. 71.90; H. 6.39; N. 8.46. 

si!,'^ : 160-I611C im^imm : mmji^)u-c y yo e;i'X— r;i/) 
20 mmm 1 9 1 

N- [3- (1 -7if 5" v - -8-pC 5";i.-7-:^^ y u - -4' - □ [i , r - 
t:7x-;i/]-4-:<7;pjj^4^ij-5 K 



##0IJ5 2T#e»n^cN-[3-(^PP^5^JU)-8-^^;P-7-=^ y 'Jx;i/]-4'-7 



10 
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'H-NMR (DMSO-dj) 6 1.99-2.02 (2H. m), 2.50 (4H, m). 2.67 (3H. s). 3.85 
(2H. s), 7.36 (2H. m). 7.62 (IH, m), 7.84 (5H. m), 8.16 (3H, m). 8.84-8.95 
5 (IH, m), 10.30 (IH, s). 

m,^ : i53-i55*c m^simm : rax5^;i/-f yyoif;i'X-x;i') 

FARMS (pos) 426 rM+H]+ " ' ~ - - 

mmm 1 9 2 

N-{3-[(vx5^;i/75 y) ^5";i']-8-p^^;L'-7-+y ux;n-4'-7;u:tD 
10 [i,r-t:'7xx;i/]-4-:^;i/5l?4^1j-5 h* 



##^J5 2T#^n/5: N-[3-(^DP^5";i/)-8-pt5^;i/-7-+y Ux;i/]-4'-:7 

;i':tn[i.r-t*7xx;i.]-4-;<7;Ujj^=jrit5 KSrfflViX. mmm4 2tmm<D 

15 'H-NMR (DMSO-de) 6 1.03 (6H, m). 2.50 (4H, m), 2.66 (3H. s), 3.77 (2H. 
s), 7.61-8.22 (IIH, Di), 8.89 (IH, m), 10.31 (IH, s). 

m.^. : i55-i56t: im^itmm. mmji^)v--(vzfa\d)Vj.-y-)\,) 
mmm 1 9 3 

N- (3- 1 [ (2R. 6S) -2 . 6- v 'J ^ -8- ^ ^Jl/-7-+ / U X 

20 ;W-4'-7;i/:tD[i,r-t*7xx;H-4-:!tj;Pzi^+-tJ-5 K 



##^J 5 2 ^ tlfz N- [3- (^ □ □ / -8-^ 5^;U-7-:^^ / 'J x;P] -4" - 7 




Me 
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'H-NMR (DMSO-dj) 6 1.02 (6H. m). 1.30 (4H. m). 1.59 (4H, m), 2.50-2.66 
(3H, s). 3.94 (2H. s). 7.36-8. 26 (IIH, m), 8.94 (IH. m), 10.28 (IH, s). 
m,^ : 167-1 est: (^MW : gfi?X5^;i.-f y t!;i/X-x;U) 
5 FABMS(pos) 482 [M+H] + 

^mm 1 9 4 

□ [i,r-t*7x-;i']-4-;^7;pji^^-tf5 K 



10 ###i|5 2T#bnfcN-[3-(^D0^5^;i/)-8-^^;l/-7-^y 'J-;|/]-4'-7 

SS.-^ : 179-180'C i^Bitmm : I^Kx5^;p->f y::^p tf;i.x-x;P) 

FABMS(pos) 470 [M+H] + 
15 19 5 

N-{3-C(vpC5^;U75 y)>t5^;i.]-8-^5^;i.-7-=\-y 'J x;n-4'-7;i/:to 
[i.r-tf7xx;u]-4-;*;U7)f^iJ-a K 



#%^5 2T#e>nfc N-[3-(^PD^5^;|/)-8-;<5';U-7-^^y Ux;i/]-4'-7 

'H-NMR (DMSO-de) <5 2. 25 (6H, s). 2.67 (3H. s). 3.68 (2H. s). 7.36-8.23 
(IIH, m). 8.88 (IH, m), 10.30 (IH, s). 



Me 




F 



Me 
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jsi!,^ : i6i-i63t: (mmmm : mwtJi'^jv-^ y tr;i.x-x;u) 
nmm 1 9 e 

4' - 7 p -N- {8- ^ ^'ju-a- [ (4- 7 X 1 - tr ^ U v^-;i^) -7-+ y 
0=lM [ij'-t*7i-;U]-4-;^;i/7}^+its H 




##«SJ5 2Tfie»n;t N-[3-(^DO;>C5^;i/)-8-^5^;|/-7-4^/ 'J-JU]-4'-7 
;i':to[l,r-t*7x:=:;W-4-;^;i/7j?^1J-5 H^ffll^T. ^}I6««J4 2 tl^^C!) 

'H-NMR (DMSO-dj) 6 1.74 (4H, m). 2.15 (2H, m), 2.66 (4H, in), 2.98 (2H, 
10 m). 3.75 (2H. s). 7.18-7.39 (6H. m), 7.59-8.24 (lOH, m), 8.92 (IH, m), 
10.30 (IH, s). 

Mj^: 171-172"C : g^®?X5";U->f V tf;i/X-x;U) 

19 7 

4' - 7 P -N- {8- [ (4- - 




#%^J5 2T#^n;t N-[3-(^PP:>t5^;i/)-8-;^5^;i<'-7-^/ •Jxj|/]-4'-7 

;i':tp[i,r-e7xx;i.]-4-*;i/jj^4^-tj-s K<&fflViT» mmmAztmmo 

'H-NMR (DMSO-de) <5 2. 19 (3H, s). 2.42 {4H. m). 2.50 (4H, m), 2.66 (3H, 
s). 3.69 (2H, s). 7.31-8.20 (IIH, m), 8.87 (IH. m), 10.30 (IH. s). 

mi^: i52-i53t: (^ii{k^i3l:i^i!x5^;i/-ry>^pe;px-x;p) 
mmm 1 9 s 

4' - 7 p -N- [i-;<^)V-z- (4-t jutIn ij x;u/ -i-^ j u x;i/] [1 , r - 
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#%«»J 5 2 T# b tifc N- [3- P □ 5^;0 y^)-)i]-4'-y 
iv-t u [\, v - 1*7 i - ji;] -4-;^7;i/7j?^r--tf 5 H ^m-^x: ^mmA 2-EWim<D 

'H-NMR (DMSO-d.) 6 2.43 (4H. m). 2.67 (3H, s). 3.60 (4H. m). 3.70 (2H. 
s). 7.35 (2H, m), 7.63 (IH. d. J = 8.7 Hz), 7.84 (5H, m), 8. !4 (2H, d. 
J = 8. 1 Hz), 8.23 (IH, s), 8.88 (IH, d. J = 1.5 Hz), 10.30 (IH, s). 

m^: m-mx: G^^«ji : g^K?x5";p-ry^De;i.x-x;i/) 

10 FABMS(pos) 456 [M+H]+ 
19 9 

4'-7;U:tD-N-{8-^^;U-3-C(2-/5";M,5-vkKO-lH-r$yy-;U-l- 

-r;w^5';w-7-:^y u-;i/} [i. r-k'7x-;i/]-4-*;i.7}^=t^ii-5 k 



Me 




15 ##^J5 2Ti#^n;t N-[3-(^aDp<5^;i/)-8-p<5';i^-7-+/ U— ;U]-4'-7 

'H-NMR (DMSO-d,) 6 2.00 (3H, s), 2.67 (3H, s). 3.13 (4H, m). 3.50 (4H, 
m), 4.51 (2H, s). 7.36 (2H, m), 7.65 (IH, d, J = 8.7 Hz). 7.84 (5H. m), 
20 8. 14 (2H, d, J = 7.8 Hz), 8.22 (IH. s), 8.88 (IH, s), 10.31 (IH, s). 
FABMS(pos) 453 [M+H]+ 
2 0 0 

N- [8-X5^;i.-3- (1 - tr P U i^-)V:^^)V) -7-+ 7 'J -)V] -\' -y )V^ui\A' - 
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F' 




##^J 5 2 Ttf ^ ntz N- [3- □ □ ^ y*J-M-4'-y 
□ [1 . 1 • - h' 7 1 -OW -4-^ Jl/Tj? +-tf i K $rffl t'iT . ~li»J 4 2 ^ 

'H-NMR (DMSO-dg) 6 1.18-1.21 (2H. m). 1. 65-1. 66 (3H, m), 1.96-2.12 (3H. 
m), 2.68 (3H, s). 2.81-2.87 (2H, m). 3.69 (2H. s), 6.74 (IH, s), 7.26-7.40 
(3H, m). 7.64 (IH, d. J = 8.8 Hz). 7:81-7.88 (5H, m). 8.13-8.20 (3H, 
m). 8.87-8.88 (IH. m). 10.30 (IH, s). 
10 M.^. : 258-260t: i^^imm : ^m:^J-}V-^ VZfu tfJUx-xjU) 
FABMS(pos) 511 [M+H3 + 

4" -7;l/:t P-N- [8-;< ^;i/-3- ({4- 5 J ) -l-^^ V X^;H -] - e 



5 2 T# e^nfc N- [3- (i? □ □ ^ -8-/ 5";i/-7-=t- / 'J -4* -7 
;i/;to[l.r-t*7x-;W-4-;^7;UjK+lt= K^ffiV^T. Il»i4 2 (hTOO 

'H-NMR (CDCI3) (5 1.21-1.33 (2H. m), 1.66-1. 70 (2H. m), 1.80-1.87 (IH, 
20 Di), 2.00-2.07 (4H. m). 2.79 (3H. d, J = 5. 1 Hz). 2.82 (3H. s). 2.88 (2H. 
d, J = 11.4 Hz). 3.65 (2H, s), 5.21 (IH. d, J = 4,5 Hz), 7.14-7.20 (2H, 
m). 7.58-7.63 (2H, m), 7.67-7.70 (3H. m), 8.02 (3H. m). 8.11 (IH. s), 
8.21 (IH. d. J = 8.7 Hz). 8.88 (IH. d. J = 2. 1 Hz). 

: 229-231*0 (.m^im% : mmJi^)U-^ y hf;Ux-x;U) 



15 
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Ttm^^m CjjH,jFN,Oj 0. 25HjO t LT 
tf^ffl: C. 72.64; H. 6.38; N, 10.59 
HS^ffi: C. 72.54: H. 6.25; N, 10.54. 

mmm 202 

5 N-[3-({4-[2-('>'p^5";i'7^ y)-2-:t=^^vx5";u]-i-tf^'j 



5 2 T# e>nfc N- [3- (^J' □ □ ^ -8-^ J u - ;H -4' -7 

10 ;i/^D[l.r-t:7x::i;U]-4-;^;i/Jl^^+f-5 K^fflV^T, »f J 4 2 t 

'H-NMR (DMSO-dj) 6 1.18-1.29 (2H, m), 1.62-1.68 (3H, m), 1.95-2.05 (2H, 

m). 2.20 (2H. d. J = 9.3 Hz). 2.67 (3H. s), 2.80 (6H. m), 2.94 (2H, m), 

3.66 (2H, s), 7.30-7.39 (2H, m). 7.62 (IH, d, J = 8.8 Hz), 7.79-7.87 
15 (5H, m). 8.13-8.18 (3H, m), 8.87 (IH. d. I = 2.2 Hz), 10.28 (IH, s). 

m^. : 200-20it: G^^^bM : @^mx5^;u-f V^D fcf;i.x-x;i/) 

7C^:9-^M CjjH^ FNA 25HjO L bT 

ttM: C. 72.97: H, 6.59; N, 10.31 

^S^ffi: C, 72.82; H. 6.36; N, 10.30. 
20 %mm 2 0 3 

N- [3- ( {4- [2- (X5";i.T 5 y ) -2-:t^ V X5";U] -1- bf ^ U v'XjU} ^ J-)V) -8- 

7<^;u-7-+y ux;n-4'-7;i':tD[i. r-h*7xx;u]-4-;^;i/j}^+ii-5 H 



5 2 T# e> nAc N- [3- D D ^ 5^; W -8- ^ 5^;i'-7-4^ / u x;n -4' - -7 





F 



wo 03/035624 



PCT/JP02/11045 



237 



'H-NMR (DMSO-dg) 6 0.99 (3H, t, J = 7.4Hz). 1.53-1.21 (2H, m), 1.57-1.62 
(3H. m), 1.96-2.05 (4H, m), 2.67 (3H, m), 2.84 (2H, d, J = 9.8 Hz). 
5 2.98-3.11 (2H, m), 3.67 (2H. s). 7.31-7.40 (2H, m), 7.63 (IH, d, J = 
8.4 Hz). 7.76-7.88 (6H. m), 8.13-8.20 (3H. m), 8.87 (IH. d. J = 1.8 Hz), 

" " 'i6.30' (ih7 s).' " ■ . __ 

lSl!;i^ : 243-245-0 m^imm : B^Bgx'^;!/-^ y tf;UX-r;i') 
7cm^¥xm CjjHjs FNA 0. 25HjO t LT 
10 H-M: C, 72.97; H, 6.59; N, 10.31 
^glfil: C. 73.15; H, 6.35; N. 10.28. 

mmm 204 

N-[3-({4-[2-(>fX5';U7^ y)-2-:t+yx5^;H-i-if^Uv-;i/}p<5^ 
;U) -8- :A ^;i/-7-4^ / U x;H -4* - 7 □ [1 , 1 ' - fc: 7 X x;i/] -4-;^ ;U jJ?:^1J- 



##f!l5 2-et#e)nfcN-[3-(i^PDp<5";u)-8-/^;p-7-^y •jx;u]-4'-7 

20 'H-NMR (DMSO-dj) 6 0.99 (3H. t. J = 7.0 Hz). 1.08 (3H. t. I = 7.0 Hz). 
1.19-1.31 (2H. m), 1.61-1.76 (3H. m). 1.95-2.06 (2H, m). 2.19 (2H, d. 
J = 6.2 Hz), 2.68 (3H, s). 2.84 (2H, d, J = 10.8 Hz). 3.19-3.30 (4H. 
m), 3.67 (2H. s). 7.31-7.40 (IH, m), 7.63 (2H, d, J =8.4 Hz). 7.81-7.88 
(5H. m). 8.13-8.19 (3H, m). 8.87 (IH. d. J = 1.8 Hz). 10,30 (IH, s). 

25 MA : 1 58-1 Gor im^itmu : i^Bix5^;i.-r v tr;ux-x;u) 

Ttm^yVrm C35H35 FN.Oj 0. 25HjO t LT 



15 
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th^fil: C, 73.59; H, 6.97; N, 9.81 
HSiM: C, 73.32; H, 6.72; N. 9.73. 

mmmz o 5 

4' - 7 D-N- [8-p< ^;i^-3- ( {4- -2- (1 - tf ^ U z^^M X5^;W -1 - 

5 tf^'j vx;u}/5";u)-7-^y u-;i.][i.r-t*7x-;i/]-4-;^;i//}^=^+t-i F 




5 2 T# enfc N- [3- P P > -8->t 5^;w-7-+ y U ZiJW -4' - 7 

10 'H-NMR (DMSO-de) 6 1.18-1.67 (IIH, id). 1. 94-2. 06 (2H, m), 2.21 (2H, d, 
J = 8.2 Hz), 2.67 (3H, s), 2.83 (2H, d. J = 11.0 Hz), 3.39 (4H. d, J 
= 5.0 Hz). 3.66 (2H, s), 7. 30-7.39 (2H, m), 7.62 (IH, d, J = 8.4 Hz), 
7.79-7.87 (5H, m), 8.13-8.17 (3H, m) 8.87 (IH, d, J = 2.2 Hz), 10.28 
(IH, s). 

15 M!^ : 189-1 got: (^^itmm Mx^^jW-r V7'o hf;i/x-x;i.) 

FARMS (pos) 579 [M+H]t 

mmm 2 o e 

N-(3-{ [4- (4-7 ^ y zf^M-\-id^ u >^x;H ^ -8-y 

-7-^ y U x;i/) -4' - 7 p [1 . r - 1* 7 X x;H -4-ti M^D- s. K 




5 2 X-n^ntz N- [3- D □ y -8-;< ^;U-7-4^ y U =-)l''\ -4* -7 

ji/:tP[i.r-ti7xxju]-4-;i!3;pjfN=<--y-$ K^ffltiT. mmm4 2tmU(D 

'H-NMR (DMSO-dj) 5 1.17 (5H. br), 1.49 (2H, br). 1.60-1.65 (2H, d, J 
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= 9. 6 Hz), 1. 97-2.04 (4H, m). 2.67 (3H. s). 2.82-2.89 (2H, m), 3.67 (2H. 
s). 6.68 (IH, br), 7.22 (IH. br), 7.30-7.39 (2H, m), 7.62 (IH, d. J = 
8. 8 Hz), 7. 80-7.87 (5H, m), 8.13-8.17 (3H, m). 8.87 (IH, d, J = 1.8 Hz), 
10.29 (IH, s). 

5 m,^. : 232-234t: i^^imU : «X^;i/-^ V -fa tf jj/X-x;!-) 
Ttm^^m PNA 0. 25H20 tLX 

- - - - tt-#ffi:- 0,-72.-97 :-H,- -6. 59rN; "10. 31 - - - - 

^S^ffl: C, 72.86; H, 6.44; N, 10.29. 
Il« 2 0 7 

10 4'-y)V:i-n-}i- [8- ;t ^)V-Z- ( {4- [4- ( 5^;i.7 5 y ) -4-;^-4^ V ~r^M-\- tf 
ij V - ;< -7-^ y u [i , r - 1' 7 x x;i/] -4-ti Jl^^'^^ 5 H 




5 2"e#e>nfc N-[3-(i^Do^5^;p)-8-y5^;i/-7-^y Ux;i']-4'-7 
;u^p[i.r-if7xx;n-4-;«7;u4^=^^iJ-5 kst^i^Tv mmm4 2tmm(D 

15 fif^^ff ^^ttccko. mmit^m^mfco 

'H-NMR (DMSO-dj) (5 1.17 (5H, br). 1.48 (2H. br). 1.62-1. 64 (2H, br). 
1.98-2.05 (4H, m), 2.55 (3H, s), 2.67 (3H, s). 2.25 (2H. d, J = 10.0 
Hz) 3.67 (2H, s), 7.30-7.39 (2H, m). 7.60-7.64 (2H, m), 7.80-7.87 (5H, 
m). 8.13-8.17 (3H, m). 8.87 (IH. d. I = 1.8 Hz), 10.29 (IH, s) 
20 : 210-21 2*0 if^^itmm : mmx.^}V-^ V^P tf;i/X— r;U) 

itm^^ii. CjA^FN.Oj -0. 5HjO t LT 
ffM: C, 72.70; H. 6.82; N. 9.97 
M^m: C, 72.38; H, 6.59; N, 9.91. 
2 0 8 

25 N-[3-({4-[4-(ypC5^;i'7 5 >')-4-:t+y:/5^;p]-i-tf'^u >^x;n^^ 
;u) -8- / ^Ji'-i-^ J u x;u] -4' - 7 □ [1 , r - k* 7 X x;n -4-:* ;u Jl? 
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F 




5 2 Tt# b ntc N- [3- (i^ □ P ^ -8-7^ ^'^l^-T-^^ 7 U - -4* -:7 

■ " ^ ;u:tp [i/i'-t*:7x-;W-4-*;i.7K:^^ti-s H^rffi^iT, mmm4 2tm^(D 

'H-NMR (DMSO-dj) 6 1.19 (5H, br), 1.48 (2H, br). 1. 59-1. 65 (2H, id), 

1.93-1.98 (2H, m), 2. 23 (2H, t, J = 5.4 Hz), 2.67 (3H, s), 2.79 (3H, 

s), 2.87 (2H, br), 2.93 (3H, s), 3.66 (2H. s), 7.34 (2H, I, J = 8.8 Hz), 

7.62 (IH, d, J = 8.4 Hz). 7.80-7.87 (5H, m), 8.13-8.17 (3H, m), 8.86 
10 (IH, d, J = 1.8 Hz), 10.29 (IH, s). 

il!,^^ : 202-204"C (U^itmm : TOx^";!.-^ V e;Ux-x;U) 
TCM^^^ CjsHjjFN^O, 0. 25HjO tLX 
ffM: C, 73.59: H, 6.97; N, 9.81 
^mm: C. 73.37; H, 6.69; N. 9.75. 

15 mmm 209 

N- [3- ( (4- [4- (X5^;i/7 5 y ) hf ^ U ^ 5^;U)-8- 



5 2 ^ tlTc N- [3- □ □ >t -8-y 5^;i/-7-^ 7 >J XjP] -4' -7 
20 >'l/^o[i,r-e7x-;i/]-4-:*;U7}^+ita K<£fflL>X> ^Mm42tm^(D 

'H-NMR (DMSO-dj) 6 0.99 (3H, t, J = 7.2 Hz), 1.17 (5H, br). 1.49-1.63 
(4H, m), 1. 91-2. 04 (4H, id). 2.68 (3H. s), 2.83 (2H, d, J = 10.8 Hz), 
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2.98-3.07 (2H. n), 3.65 (2H, s), 7.34 (2H. t. J = 8.8 Hz), 7.63 (IH, 
d. J = 8.8 Hz), 7.74-7.86 (6H. m), 8.13-8.17 (3H. m), 8.86 (IH. d, J 
= 1.6 Hz), 10.29 OH, s). 

mM. : 21 7-220^ (m^^mm : mmx^jw-i v t:;ux-x;i.) 

5 Ttm^^W C35H3SFN4O2 0. 25HjO ^: LT 
H-M: C, 73.59; H, 6.97; N, 9.81 

' M^m- C~ 73:54;" H. 6". 80"; N, 9.88. 

2 10 

N- [3- ( {4- [4- ( >? X 5^ ;p 7 5 / ) -4- :t 4^ y -1 - tf ^ U V - ;u ) p< 5^ 

10 )V) -8-^ "^JV-l-^ J u x;i/] -4' - 7;i/;f □ [1,1 • - 1*7 xx;i/] -4-^ )\^if^^^ 




^nm 5 2 T#^n;t n-[3-(^ o p>^^;w-8-;>^5';p-7-+/ ux;i/]-4' -:7 

;U:tP[l,r-e7xli;i/]-4-;«7;i^:^^++)-= H^£:fflt/iT, IIM4 2<hTO© 

'H-NMR (DMSO-dj) 6 0.98 (3H, I. J = 6.8 Hz), 1.07 (3H, 1, J = 7.2 

Hz). 1.19 (5H. br), 1.50-1.64 (4H. m). 1.92-1.97 (2H, m), 2.18-2.25 (2H. 

m), 2.67 (3H, s), 2.84 (2H, d, J = 11.0 Hz), 3.18-3.35 (4H, m), 3.65 

(2H. s), 7.34 (2H, t, J = 8.8 Hz), 7.62 (IH, d, J = 8.4 Hz), 7.80-7.86 
20 (5H, m), 8.13-8.17 (3H, m), 8.85 (IH. d. J = 1.8 Hz). 10.29 (IH, s). 

il!,^^ : 145-I46t: m^\m% : M^^X^^JP-r y fcf;i.X-x;U) 

Jtn'j^^m. CaAaFNA fl. 5H,0 t LT 

tt^M: C, 73.60; H, 7.35; N. 9.28 

HilM: C, 73.79; H. 7.04; N, 9.34. 
25 %WS\2 1 1 

4' - 7;P:t □ -N- [8-^ 5';i.-3- ( {4- [4-;t+ y-4- (1 - tf ^ U vx;|/) ^5^;^ -1 - 
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5 2 T1# e) nfc N- [3- ( □ □ ^ ^^l') -8- ^ 5^;|/-7-+ / U - -4 ' - 7 

'H-NMR (DMSO-ds) 5 1.19 (6H, m), 1.45 (9H. m). 1. 92-1.97 (2H, m). 
2. 20-2.27 (2H, m), 2.67 (3H. s). 2.83 (2H. d, J - 11.0 Hz), 3.34 (4H, 
m), 3.65 (2H. s), 7.34 (2H, t, J = 8. 8 Hz). 7.62 (IH, d, J = 8.8 Hz), 
7.80-7.86 (5H, in). 8.13-8.17 (3H. m), 8.85 (IH. d. J = 1.8 Hz), 10.29 
10 (IH, s). 

m.^ : i54-i56t: (B^imm mwtx^ji-^ vzfu bf;i.x-x;u) 

Ttm^^rm C„H43FNA -0. 25H,0 tbX 
tf^M: C. 74.12: H. 7.20; N, 9.10 
mmm: C. 74.23: H, 7.05; N, 9.25. 

15 mmm 2 1 2 

4- y □ t-N- [6- 5";i/-3- (1 - e p >j -7-^ y u - >X7 



##«a|5 6-e^^nfc4-:/0^-N-[3-(^PO;>C^;|/)-6-;)t5';U-7-=|^y ij- 

'H-NMR (DMSO-d g) 6 1.71 (4H. m), 2.44 (3H. s). 2.48 (4H. m), 3.76 
(2H, s). 7.77 (2H, d, J = 8.8 Hz), 7.83 (IH, s), 7.97 (2H, d, J = 8.8 
Hz), 8.06 (IH, s), 8.12 (IH, m), 8.78 (IH. d, J = 2.2 Hz), 10.16 (IH, 
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S). 

mmm2 i 3 

r -yjuta-n- [6->c 5^;i/-3- (i- tr d ij -7-+ y u -ji] [1 , 1' - 

If 7x-;i.j-4-:^7;i.7}^4^-tf 5 K 



Mi&m2 1 2T#^nfc 4-:/D^:-N-[6-pC^;p-3-(i-trDU 

'H-NMR (DMSO-d g) 6 1.72 (4H. m). 2.48 (3H, s), 2.50 (4H, m), 3.78 
10 (2H, s), 7.30-7.68 (4H, m), 7.75 (2H. dd, J = 1.4, 8.4 Hz). 7.85 (IH, 
s), 8.09-8.18 (4H, m), 8.79 (IH, d. J = 1.8 Hz), 10.16 (IH, s). 

iSill.^ : 148-149 "C m^imu : @r-^x5^;i.-f V^o tf;i.x-x;U) 

FABMS(pos) 440 [M+H] + 

nmm2 1 4 

15 2',4'-v7;i^:tO-N-[6-p^5";U-3-(l-tf □ 'J -)U y iJ - 



1 2T#6>nfc 4-:/P^:-N-[6-^5^;i'-3-(I-tfD"J>?n;W^^ 

'H-NMR (DMSO-d 5) 5 1.72 (4H, m). 2.47 (3H, s). 2.50 (4H, m), 3.78 
(2H, s), 7.26 (IH. IB). 7.43 (IH. m), 7.61-7.77 (3H, m), 7.85 (IH, s), 
8.08-8.18 (4H. m). 8.79 (IH. d. J = 2. 2 Hz), 10. 16 (IH, s). 

m,^ : 158-160 r: (f^^itmm St^x5";i/-^yypfcr;px-x;i.) 



5 
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H-M: C, 73.51; H. 5.51: N, 9.18. 
nmm: C. 73.31; H. 5.38; N, 9.12. 

mmm 215 




^Sfi«»l2 1 2-c#e)n;t 4-:/P^-N-[6-;>^5^;P-3-(l-h!aU v-;U;)<5^ 
;i')-7-+y U-;W'^>X75 KSrffltiX, ^JS^JS Oi:[5|^i©jif^=S:fT5C 

10 tiz^D. mmit^m^nrco 

•H-NMR (DMSO-d g) 6 1.72 (4H, m), 2.48 (3H, s), 2.50 (4H, m), 3.78 
(2H, s), 7.83-8.05 (7H, m). 8.09-8.21 (4H, m). 8.79 (IH. d, J = 2.2 Hz), 
10.19 (IH, s). 

: 216-219 *c (B^imm : mky.^)v-iv':ru\i)v:sL-7-)V) 

15 TC^iJ-tlfffl C^HjeFsNjO <*: LT 

t^SM: C, 71.15; H, 5.35; N. 8.58. 
C, 70.92: H, 5.06; N, 8.53. 

%mm 2 1 6 

3".4*-v7;b^D-N-[6-^^;|/-3-(l-t°o U U - 

20 M [1. \'-\z.yx,:z.)V]-\--h}Vit-^^^ K 




Umm2 1 2Tt#e>n/i 4->^P^-N-[6-pt5^;U-3-(l-t°P'j 
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'H-NMR (DMSO-d g) a 1.72 (4H, m). 2.47 (3H. s), 2.50 (4H. m). 3.78 
(2H. s). 7.52-7.71 {2H, m). 7.82-7.98 (4H. m), 8.06-8.18 (4H. m). 8.79 
(IH. d. J = 1.8 Hz), 10.16 (IH, s). 

5 M,^. : 220-223 1: (m^imm : mm:L^)\^-i y tf;px-x;u) 

FABMS(pos) 458 [M+H3+ 

mmm2 n ' ~ ' ' ------ - 

4'-x5';i/-N-[6-p^5";i/-3-(i-trpu>^-;i/;*5^;w-7-^y U-;p] [i, r-t* 



nm0^2 1 2T'#e>nAc 4-:/Dt-N-[6-pC5^;U-3-(l-tfDiJ 

'H-NMR (DMSO-de) <5 1.22 (3H. t. J = 7.6 Hz). 1.71 (4H, m), 2.47 (3H. 
15 s). 2.49 (4H, Di), 2.66 (2H, q, J -7.6 Hz). 3.77 (2H, s), 7.35 (2H. d, 
J = 8. 3 Hz). 7.69 (2H. d. J = 8.3 Hz). 7.84 (3H. m). 8.11 (4H. m), 8.78 
(IH. d. J = 2.0 Hz), 10.10 (IH. s). 

m;^ : i88*c i^^imm : mmx^)u-^v/n}^)i.x-.7^)V) 

Ttm^mm C,oHs,N,0 t LT 
20 H-S^M: C, 80.14: H. 6.95; N, 9.35. 
Hlg^M: C, 97.82: H. 7.10; N. 9.14. 

^mm 2 1 8 

2" a □-N-[6-p<5^J|/-3-(l-eD U i^-)\^:^^M-7-^y U-;W [1, 1'-t* 
7x-;i.]-4-;^7;i.;J^:^^+l-5 K 



10 
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mmm2 l 2Tf#^nfc 4-::/Dt-N-[6-pC^;|,-3-(l-eDUi^n;Upt5^ 

■ <t{icl;-0-,-^m'&tl<&#^ro - - ^ - 

5 'H-NMR (DMSO-dj) 6 1.91 (2H, m). 2.05 (2H. m). 2.61 (3H. s). 3.15 (2H, 
dd, J = 10.74, 7.32 Hz). 3.44 (2H, m, J = 5.13 Hz), 4.66 (2H, d, J = 
5.62 Hz), 7.47 (2H, m), 7.61 (IH, m), 7.64 (2H, d, J = 8.30 Hz), 8.10 
(IH, s), 8.15 (2H. d, J = 8.30 Hz), 8.61 (IH, s), 9.02 (IH, s), 9.33 
(IH, d, J = 1.71 Hz), 10.38 (IH, s), 11.71 (IH, s). 
10 m.^. : 283*0 il^^imm I^i?x5^;u-^ y -/n tf;ux-x;u) 
TC^^Ifrfil CjoH^jFN^Oj • HCl <!:bT 
tf^ffl: C, 68.29; H, 5.52; N, 8.53. 
^IkW: C. 69.07; H, 5.85; N. 8.30. 

mmm2 i 9 

15 N-[6-pC5^;p-3-(l-trD U i^x;Ppt5")U)-7-=t^y U x;i/]-4'-(/ 
:t)-[i. i'-tf7x-;W-4-;?7;i/Ji^^lJ-5 K 



MeS 




M^mZ 1 2T#?>tlfc 4-yD^-N-[6-.?<^;i'-3-(l-fcrP>J i^— 

20 t\z^o. mmit^i^^mft, 

'H-NMR (DMSO-dj) 5 1.74 (4H, m), 2.47 (3H, s), 2.50 (4H. m), 2.53 (3H, 
s), 3.77 (2H, s), 7.39 (2H, d, J = 8.6 Hz), 7.74 (2H, d, J = 8. 3 Hz), 
7.85 (3H, in), 8.11 (4H, m). 8.79 (IH. d. J = 2.0 Hz), 10.10 (IH. s). 
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ff^ffl: C. 74.48; H, 6.25: N, 8.99. 
^mm: C, 74.33: H, 6.36: N. 8.82. 

2 2 0 

5 4- (5- D □ 5" X >-2-< ;U) -N- [6-pt 5^>lU-3- (1 - tf □ U i^-JU ^ -7-^ 



'H-NMR (DMSO-dj) (5 1.72 (4H. m), 2.45 (3H. s). 2.50 (4H. m), 3.77 (2H. 
s), 7.23 (IH. d. J = 3.9 Hz), 7.59 (IH, d. J = 3.9 Hz). 7.80 (2H. d. 
J = 8.3 Hz), 7.84 (IH, s), 8.09 (3H. m), 8.13 (IH, s), 8.78 (IH, d, J 
= 2.0 Hz), 10.11 (IH. s). 

15 Mj^ : 21 6t: il^^imm : S^i?x^;i.-< v^D e;ux-7-;i.) 

TtM^^m CjjH^CINjOjS «hbT 
tf»fi: C, 67.59; H. 5.24; N, 9.10. 
^^{i: C. 67.26: H, 5.28; N, 8.84. 

^mm 2 2 1 

20 4- (1 -'^ > V 7 ^ >-2-'f )l) -N- [6- ^ ^JU-Z- (1 - tr O U i^x;i. ^ 5^;!.) -7-+ 



^Jg«SJ2 1 2T#e.tifc 4-yDq6-N-[6-^5";p-3-(i-eD U vx;i/^5^ 
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'H-NMR (DMSO-dj) 6 1.75 (4H. m). 2.47 (3H. s). 2.49 (4H. m), 3.78 (2H. 
s). 7.36 (3H. m), 7.65 (IH, s). 7.70 (2H. id), 7.85 (IH, s), 8.11 (2H, 
d, J = 8.8 Hz), 8.14 (IH, s), 8.17 (2H, m), 8.79 (IH. d. J = 1.7 Hz). 
5 10.18 (IH, s). 

it,-^. : 21910 (i^^imm : Bfi?x^;i.-^ vt'd tf;i.x-x;p) 

mmm2 2 2 " " - - 

N-[6-^ ^;i/-3- (1- tf □ u -7-^ y u -ji] -4- i2-:^y^)V) ^ 

>X7= K 



10 ^ 

mMm2 1 2T#e>nfe 4-yD^-N-[6-^5';p-3-(l-t:DiJ 

'H-NMR (DMSO-de) 5 1.74 (4H. m). 2.50 (3H, s). 2.51 (4H, m), 3.78 (2H, 
15 s). 7.58 (2H. m), 7.86 (IH, s), 7.97 (2H. m), 8.06 (4H, m), 8.13 (IH, 
s). 8.14 (IH, s), 8.20 (2H, d. J = 8. 6 Hz), 8.37 (IH. d, J = 1.2 Hz), 
8.80 (IH, d. J = 2.2 Hz), 10.17 (IH, s). 

m.^ : 194*0 m^imm : mmx^)u-( y 7'd e;i^x-T-;p) 

TtM^^m Cj,H„N,0 • 0. 25HjO t LT 
20 tl-^ffi: C. 80.72; H, 6.24; N. 8.82. 
^m^: C. 80.96; H, 6.25; N. 8.51. 

mmm2 2 3 

N- [6-/ 5^;p-3- ( 1 - e □ u vxju/ ^;i.) -7-4^ y 0 x;n -4-5'x y-z-^ 
>X7S, H 
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Me. 



S 



tiz^r). mmit^f^^ntco . 

5 'H-NMR (DMSO-de) 6 1.73 (4H, m). 2.47 (3H, s), 2.50 (4H. m). 3.78 (2H, 
s), 7.70 (2H, m), 7.85 (IH, s), 7.93 (2H. d, J = 8. 6 Hz), 8.09 (4H, m), 
8.14 (IH. s). 8.79 (IH, d, J = 2.0 Hz). 10.09 (IH. s). 

10 th^fi: C, 73.04: H, 5.89; N, 9.83. 
HS^M: C, 72.64; H, 5.91; N, 9.46. 

mmm 224 

4- (2- 7 'J )V) -N- ^^Iz-S- (1- tf O U ^JU) -7-^ y U - ;|/] 

X7S. h* 



nmmz 1 4-:/Pt-N-[6-^5^;u-3-(i-trDU>'-;upt5^ 

'H-NMR (DMSO-dj) 5 1.69 (4H, m), 2.44 (3H, s), 2.47 (4H. m), 3.75 (2H, 
20 s), 6.64 (IH. dd. J = 3.4. 2.0 Hz). 7.13 (IH. d. J = 3.4 Hz). 7.82 (2H, 
m), 7.85 (2H. d. J = 8.6 Hz). 8.07 (4H. m). 8.76 (IH. d. J = 2.0 Hz). 
10.08 (IH. s). 



15 
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WrMM: C, 75.89; H. 6. 12; N, 10.21. 
^HkM: C, 75.67; H, 6.11; N. 9.87. 

mmm2 2 5 

7 O-N- [6-^ ^)V-Z- (1- tf P U i^=L)V)<>^)l) -7-^ y^J=L 
5 ;U]^>X7 5H 



mmmz i 2Ti§e.tife 4-yp^:-N-[6-^^;u-3-(i-epu viiju^^^ 

10 'H-NMR (DMSO-d g) (5 1.71 (4H, m). 2.47 (3H, s), 2.50 (4H, m), 3.76 
(2H, s), 7.60 (IH, dd, J = 1.4, 8.0 Hz), 7. 72-7.84 (3H. m), 8.10 (IH, 
m). 8.26 (IH, in), 8.77 (IH, d. J = 1.8 Hz), 10.04 (IH, s). 

mmm2 2 6 

3-7;u:tP-N-[6-p^^;i'-3-(i-if p u v-;i//5^;i/)-7-4^y u [i. r- 
15 t' 7 X - ;u] -4-* ;i.5j?=^^-ti- 5 K 



mmm2 2 5T#e>n^c 4-yPt-2-7;i/:tP-N-[6-pC5^;i/-3-(I-trP'J>^ 

20 'H-NMR (DMSO-d g) 5 1.72 (4H, m), 2.49 (4H, m), 2.51 (3H, s), 3.79 

(2H, s), 7.42-7.56 (3H, m). 7.67-7.86 (5H, m), 7.92 (IH, m). 8.12 (IH. 

s). 8.34 (IH, s), 8.79 (IH, d. J = 1.8 Hz), 9.99 (IH, s). 

g!l!,^ : 180-183 (iSS«ii : I^SgX5^;|/-'f V ^P fcf ;wx-x;i/) 

FABMS(pos) 440 [M+H]+ 
26 llJg^J 2 2 7 




Me 



Br 
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MeO 

'H-NMR (DMSO-d g) 5 1.73 (4H, m). 2.50 (7H. m). 3.82 (5H. m), 7.07 
(2H, d. J =8. 4 Hz), 7.63-7.73 (2H. m). 7.77 (2H, d. J = 8. 4 Hz), 7.82-7.92 

(2H, m), 8.14 (IH, s), 8.35 (IH, s), 8.80 (IH, s), 9.94 (IH, d, J = 3.0 
10 Hz). 

iSi!,'^ : 187-190 V : S^i?X5^;|.-< 7 ^)VJi-7-)V) 
FABMS(pos) 470 [M+H]+ 

mmm2 2 s 

3.4'->?7;i/:tP-N-[6-^^;i'-3-(i-tra u i^-;i/^5^;i/)-7-^y u- 

15 ;U][l,l'-k*7x-jH-4-;^;i/4-N^-y-5 H 




^mm2 2 hX%^nit 4-:/Pt-2-7;U^P-N-[6-;<5^;i/-3-(I-trP'Jv? 

20 'H-NMR (DMSO-d ^) d 1.73 (4H, m), 2.51 (7H, m), 3.81 (2H, s). 7.37 
(2H, m). 7.67-7.80 (2H. m). 7.82-7.96 (4H. m), 8.14 (IH. s), 8.34 (IH. 
s). 8.80 (IH, s), 10.04 (IH, m). 

m,!^. : 174-177 r (M^imm. : m^:L^)V-^V-fU\i)VlL'-f-)V) 
FABMS(pos) 458 [MIH]^ 
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mmm 229 

3- y )l7t- p -4' - [6-^ ^)U-Z- ( 1 - tf p U V -i-^j u - 



5 HM^ya 2 5T#e>ti:t 4-:/P^-2-7;i/:tP-N-[6-^5^;U-3-(l-trPUv 

'H-NMR (DMSO-d g) 6 1.73 (4H. m), 2.37 (3H, s), 2.50 (7H, m), 3.82 
(2H, s), 7.33 (2H, d, J = 8.0 Hz), 7.64-7.75 (4H, m.), 7.82-7.94 (2H. 
10 m), 8.13 (IH, s), 8.34 (IH. s). 8.79 (IH. d, J = 1.8 Hz), 9.93 (IH, s). 

gi!,^ : 176-179 "c : B^iEx5";i.-i' v ^p e;ux-x;u) 

FABMS(pos) 454 [M+H]+ 

m^m2 3 0 

4' - ^ P P -3- 7 P -N- [6- ^ J-)V-Z- (I - 1! P U vn;u ^ ^)V) -1-^ y U - 
15 ;u] [1. r-t:'7x-;U]-4-;?7;i.5fN=^--b-5 H 



^%m2 2 5T#^nAc 4-yP^:-2-7;i/:tP-N-[6-^5^;U-3-(l-tfP>J$; 

20 'H-NMR (DMSO-d g) 5 1.72 (4H. m), 2.50 (7H, m), 3.79 (2H. s). 7.58 
(2H, d, J = 8.4 Hz). 7.66-7. 97 (6H, m). 8.12 (IH, s), 8.33 (IH, s), 8.79 
(IH, d, J = 1.8 Hz), 10.01 (IH, s). 

mi^ : 195-198 {^^imm : i^Kx5';p-'f yyptr;px-x;i') 

FABMS(pos) 474 [M+H]+ 




Me 
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mmm2 3 1 

4- o -3- 7 ;p ^ a -N- [6- p< 5^;i/-3- ( 1 - tf p u i^- ^ -7-+ y u - 



5 mmM2 I 2r%ibnrc 4-7'o^:'-N-[6-^^";p-3-(i-fcro'j>'-;pp^5^ 

'H-NMR (DMSO-de) 5 1.71 (4H, m), 2.44 (3H, s), 2.50 (4H, m). 3.76 (2H, 
s), 7.78-8.06 (5H, m), 8.12 (IH, m), 8.78 (IH. d, J = 1.8 Hz), 10.24 
10 (IH, s). 

mmm 232 

2-7;i/* o-N-[6-pt ^;i/-3- (1 - tr □ u ^jv) -7-^ y u ~m [1 , r - 



15 ^mm2 3 iTt#e>nfe 4-7D^-3-7;i^^D-N-[6-^5';i/-3-(i-kfn'j>^ 

'H-NMR (DMSO-dfi) 6 1.74 (4H, m). 2.50 (7H, m), 3.80 (2H. s). 7.46-7.82 
(6H, Di), 7.87 (IH, s), 7.92? 8.03 (2H, m). 8.09 (IH. s). 8.16 (IH, m), 
20 8.80 (IH. id). 10.23 (IH. s). 

m^. : 167-170 r m^itmm mmji^)\^-^'jy°u\^)VjL-7-)i) 

FABMS(pos) 440 [M+H]+ 

mmm 233 

26 ;W [1. r-k*7x-;p]-4-:<j;i/7K+if5 H 
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H 



MMm2 3 IT^btlfc 4->''Pt-3-7;i/:tn-N-[6-^5^;i'-3-(l-fc:0 'J V 

' ^n^ttiz^o. ^Mit^m^wrc,' - - — - - . 

5 'H-NMR (DMSO-d g) a 1.73 (4H. m). 2.47 (3H. s), 2.50 (4H. m). 3.79 
(2H. s), 7.39 (2H, m). 7.64-7.80 (3H, n), 7.86 (IH. s). 7.92-8.03 (2H. 
m), 8.06-8.17 (2H, m), 8.80 (IH, d, J = 2.2 Hz), 10.24 (IH. s). 
Mj^ : 163-166 x: m^imm : S^iEX9';P-'i' y 7°o tf;ux-x;i/) 
FABMS(pos) 458 [M+H]+ 



10 2 3 4 

2- y a-4' -p^ ^;i.-N- [6- ^ 5^;u-3- (1 - tf □ 'J V* - -7-^^^ y u x 



15 5^;p) -7-^ y u - ji/] >X7 ^ H ^ffl i^^t, mmm 50 1 mm(Dm^ 

'H-NMR (DMSO-d ^) 5 1.72 (4H, m), 2.38 (3H. s). 2.46 (3H. s), 2.50 
(4H, m), 3.78 (2H, s). 7.34 (2H, d, J = 8.4 Hz), 7.53 (2H, m), 7.71 (IH, 
id), 7.85 (IH, s), 7.89-8.00 (2H, m), 8.08 (IH, s), 8.13 (IH. s). 8.79 
20 (IH, m). 10.21 (IH, s). 

: 175-178 r (^^mitmm : mmx^JV-^ VZfa\i)\,X-^J\^) 
FABMS(pos) 454 [M+H]+ 

mmm 235 

4* - ^ p □-2-7;i/^n-N-[6-^5";u-3-(i-tf P u >^-;i//5^;i/)-7-+y u - 
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'H-NMR (DMSO-d 5 1.72 (4H. m), 2.46 (3H, s). 2.50 (4H. m), 3.78 
(2H, s). 7.56-7.73 (4H, m), 7.75 (IH, m), 7.85 (IH. s). 7.92-8.02 (2H, 
m). 8.08 (IH. s). 8.14 (IH, m). 8.79 (IH, d, J = 1.8 Hz), 10.24 (IH, 
s). 

10 m.^. : 181-185 1: ii^^itmm. : mmx.^)v-^ v^d ^^jul-t-m 

FABMS(pos) 474 [M+H3+ 

nmm 2 3 6 

2-7;U:^-n-4'-p^ h + '>-N-[6-^5";U-3-(l-tfDU v:::;i/^5^;i/)-7-+/ U 
-;i/][l,r-t:7x-;i/]-4-;^;i/7}^:^1t5 H 



MeO 




Mmm2 3 ITm^tlTz 4-:/Pt-3-7;i':i-0-N-[6-p^^;i'-3-(l-fcrP>J V 
-;i/^^;i/)-7-4^y U-jW^^XJS KSffll^T, mmms O <!:|n|^ll®^f^ 

'H-NMR (DMSO-d g) 5 1.72 (4H, m), 2.46 (3H, s). 2.50 (4H, m). 3.78 

20 (2H. s), 3.83 (3H, s). 7.09 (2H, d. J = 8.8 Hz). 7.60 (2H, m). 7.71 (IH, 

m). 7.85 (IH, s), 7.89-7.99 (2H, n»), 8.08 (IH. s), 8.14 (IH, m), 8.79 
(IH, d, J = 1.8 Hz), 10.19 (IH, s). 

: 165-167 r (m^itmm : mmx^jv-^ v-fu e;i.x-x;u) 

FABMS(pos) 470 [M+H]+ 
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mmm2 3 7 




5 ##«^J 5 6 r-m ^ tltz 4-7' P ^-N- [3- P P -6- 5^Jl/-7-4^y U 

'H-NMR (DMSO-dP 6 1.59 (8H, m), 2.44 (3H, s), 2.63 (4H. m), 3.80 (2H, 
s), 7.78 (2H, d, J = 8.8 Hz). 7.84 (IH, s), 7.98 (2H, d, J = 8. 8 Hz), 
10 8.06 (IH, s), 8.12 (IH, m), 8.81 (IH, d, J = 2. 2 Hz), 10.19 (IH, s). 

^mm 2 3 8 

N-[3-(i-7-tf A-n;i'p^5';W- 6-^5^;u-7-^/ U r.;u]-4' p □ [i, i* -ti*7 




15 mW\2 3 7Tf#^nfc N-[3-(l-7-feVN°::i;i/^5'^)-6-7^5^;i/-7-:^y U" 

;u]-4-:/pt^>X75 H^ffiViT, nmm^ 0 tmm(r>m^^no:it\z 

'H-NMR (CDCIj) 6 1.60 (4H, s), 1.63 (4H. ra), 2.54 (3H, s). 2.66 (4H, 
m). 3.80 (2H. s). 7.45 (2H, m), 7.57 (2H, m), 7.65 (IH, s), 7.70 (2H. 
20 d, J = 8.1 Hz), 7.94 (2H, m), 8.01 (2H, d, I = 8.3 Hz), 8.74 (IH. s). 
8.87 (IH. d. J = 2.0 Hz). 

: 204r (^B^^kM : WmJL^JV-^ 'JZfu\f.)VJi-T)V) 

Ttm^^m. c,oH„ciN,o tLx 

fi-SM: C, 74.44; H, 6.25: N. 8.68. 
25 Hi^ffi: C. 74.30; H. 6.15; N. 8.59. 
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mmm2 3 9 

N- [3- (1 -7-tf/t:::;i'^ -6-^ ^)l-7-=if^y U njP] -4' h^i^[l,V -if 
7x-;P]-4-;^;Uji^+-y-$ K 




5 mmmz s imi^nrz N-[3-(i-7-t?/t-ji.>t^;u)-6-^5^;i.-7-=!ry u:^ 

'H-NMR (CDClj) 6 1.57 (4H. m). 1.60 (4H. m), 2.51 (3H, s), 2.63 (4H, 
m), 3.77 (2H, s), 3.84 (3H, s), 6.99 (2H, m), 7.56 (2H, m), 7.61 (IH, 
10 s), 7.67 (2H, d, J = 8. 1 Hz), 7.90 (IH, s), 7.93 (IH, d, J = 1.2 Hz). 
7.96 (2H. d. J = 8. 1 Hz). 8.72 (IH, s). 8.83 (IH, d, J = 2.2 Hz). 

mmM2 4o 

N-[3-(l-7-t:/t-;UpC5";i/)-6-pC5^;i.-7-+y y > 

15 -2-<;i.)^>X7 5K 



mmm2 3 7X'm^nrc N-[3-(i-7ifA-;i//^jw-6-p<5";i/-7-+y U- 

20 'H-NMR (CDClj) a 1.62 (8H. m), 2.55 (3H. s). 2.67 (4H, m). 3.79 (2H, 
s), 7.17 (IH, s), 7.26 (2H, m), 7.33 (IH, m). 7.56 (IH. d, J = 8. 1 Hz). 
7.63 (2H, m), 7.95 (2H. m), 8.01 (3H, m). 8.74 (IH. s), 8.86 (IH. d. 
J = 2.0 Hz). 
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M}^ : 207t: m^itmm : mmx^ji-^ v tr;i/x-x;p) 

WrWm-. C. 78.50: H. 6.38; N, 8.58. 
nmi^: C. 78.78; H, 6.38; N. 8.29. 



5 mmm 2 a 1 

N- [3- (1 -7 if/lz:;i/^ 5^;!.) -6- / J U - ;u] -4- (5- ^ p □ ^ 

-2-^";P)^>X75 H ------ - . 



CI 

%WSMz 7i^m^nrc N-[3-(i-7"tfyt-;i/pt^ju)-6-p^^;i.-7-4^y 

•H-NMR (CDCI3) 6 1.62 (8H. m). 2.52 (3H, s). 2.66 (4H. m), 3.79 (2H. 
s), 6.94 (IH, d. J = 3.9 Hz), 7.19 (IH. d. J = 3. 9 Hz), 7.63 (3H. in)> 
7.90 (IH, s). 7.94 (2H, d, J = 8.3 Hz). 7.95 (IH. s). 8.72 (IH. s), 8.86 
15 (IH, d. J = 2.2 Hz). 

Bt,^ : i8ot: (m^imm : w^x^^jp-f yyDfcr;i,x-x;p) 

Ttm^^m CaHjgClNjOS iLT 
ff^M: C, 68. 62: H, 5.76; N, 8.57. 
^mm-. C, 68.42; H. 5.74; N, 8.43. 



20 2 4 2 

N- [3- (I-7-tVlx;|/ -6-^ y U =.}l] -4-y □ ^£-2- 7 )l^:t □ 





mmm2 3 IX-n^ntz N-[3-(l-7-feVtx;i.^5^;|,)-6-^^;U-7-4-yUx 
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'H-NMR (DMSO-dg) 5 1.58 (8H. m). 2.47 (3H, s). 2.62 (4H. m). 3.79 (2H, 
s). 7.61 (IH. dd, J = 8.2. 1.7 Hz). 7.81 (3H, m). 8.11 (IH. s). 8.27 
5 (IH, in), 8.81 (IH, d. J = 2. 2 Hz). 10.06 (IH, s). 

mmm 243 

N- [3- (1 -7 -tf/inju ^ 5^;p) -6->>;p-"7-^ y u -7i/] -4' -Ouu-z-y jv^ 
P[l,r-t:*7x-JI/]-4-;^j;i/xt?^-tt5 H 



10 %mm2 4: 2T#bn^ N-[3-(i-7-tf/l-;i/^5'>'P)-6-pc^;p-7-:^iy U- 

'H-NMR (CDC!,) 5 1.61 (8H. m). 2.52 (3H. s). 2.64 (4H, m), 3.77 (2H. 
s), 7.37 (IH. m). 7.43 (2H. m), 7.52 (3H. m), 7.61 (IH. s). 7.92 (IH, 
15 s), 8.31 (IH, t, J = 8.4 Hz), 8.66 (IH. d. J = 16.9 Hz), 8.84 (IH. d, 
J = 2.0 Hz). 8.94 (IH, s). 

: 209^: {t^^imm : s^s?x5^;u-<yyDe;i/x-T-;p) 

TC^^^M C,oH„CIFN,0 tbT 
tf»M: C, 71.77: H, 5.82; N. 8.37. 
20 C, 72. 25: H, 5.63; N, 8.06. 

^mm 2 4 4 

N- [3- (1 - 7 y \) -)V]-Z,A' -z^y )Vtu 
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mmM2 4 zx-n^tifz N-[3-(i-7-ti/t-;p^5";u)-6-^5';i/-7-=tiy ij- 

'H-NMR (CDCI3) 5 1.62 (8H, m). 2.55 (3H, s). 2.67 (4H. m). 3.80 (2H. 
5 s), 7.18 {2H, m). 7.39 (IH, m), 7.53 (IH. dd, J = 8.3, 1.7 Hz). 7.61 
(2H. m), 7.64 (IH. s). 7.96 (IH, s), 8.34 (IH. m), 8.69 (IH. d. J = 16.6 
Hzj. 8.87 (IH, d," J = 2^0 Hz)." 8.97~ (IH, s).' 

m,^ : not: im^itrnm : mmx^ji^-^ vzrn tr;i.x-T-;i.) 

Ttm^^^m C3oH„FjNjO tLX 
10 WrMm: C, 74.21; H, 6.02; N, 8.65. 
HSIfi: C, 74. 72: H, 5.75; N, 8.41. 

mmm2 4 5 

N-[3-(l-7-t:A'-;|/pt5";i/)-6-/5"jl/-7-:^-y 'J-jH-3-7;i/:tD-4'-> h 

4^>'[i.r-t'7x-;i/]-4-;^;P/j?=t^-y-s K 



15 ^ 

^mm2 4 2xn<ibnrz N-[3-(i-7-feV\--;u^5';p)-6-p^5^;i/-7-:^y 

'H-NMR (CDCI,) 5 1.63 (8H, m), 2.55 (3H. s), 2.67 (4H, m). 3.80 (2H. 
20 s), 3.87 (3H. s). 7.02 (2H. m), 7.39 (IH. m). 7.54 (IH. dd. I = 8. 2, 
1.6 He). 7.59 (2H. in). 7.64 (IH, s). 7.95 (IH. s). 8.31 (IH. m). 8.70 
(IH, d, J = 17. 1 Hz). 8.86 (IH, d, J = 2. 2 Hz), 8.98 (IH, s). 

: 168^: i^^itmm : @ii?x^;p-< y tf;i/x-x;i/) 

Ttm^^m C„Hj,FNjOj t VX 
25 n^m: C, 74.83: H, 6.48; N, 8.44. 
Hi^ffi: C. 75.02; H. 6.62: N. 8. 10. 
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mmm 246 

N- [3- (l-T-feVt - 5^;i.-7-=^F y 'J - jP] -3-7 D [I . r - 1* 




. 'H-NMR (CDClj) 6 1.62 (8H. in). 2.54 (3H. s). 2.66 (4H, m), 3.79 (2H. 
s), 7.45 (4H. m), 7.57 (IH. dd, J = 8. 2. 1.6 Hz), 7.63 (3H, in), 7.94 
10 (IH, s). 8.33 (IH, m), 8.69 (IH. d. J = 17. 1 Hz). 8.86 (IH, d, J = 2.0 
Hz). 8.96 (IH, s). 

Ttm^^m CjoHjoFNjO t tt 

tf^ffi: C. 77.06; H. 6.47; N, 8.99. 
15 ^mU: C, 77.34; H, 6.52; N, 8.65. 

mmm 2 4 7 

4-y h 4^ '>-N- [8- ^)l-Z- (1- □ U -7-^ J >J - ;u] ^yx 

7= H 




20 wm^ 3T#fc4-::^o^-N-[8-;*5^;i/-3-(i-eDUi^-;p^^;i/)-7-^y 

'H-NMR (CDCIj) 6 0.99 (3H, t, J = 7.3 Hz). 1.51 (2H, m). 1.80 (6H. 
m). 2.55 (4H, m), 2.80 (3H. s), 3.80 (2H, s). 4.03 (2H. t. J = 6.5 Hz). 
25 6.98 (2H, m). 7.68 (IH. d. J = 9.0 Hz). 7.89 (3H. m). 8.04 (IH. d. J 



wo 03/035624 



PCT/JP02/11045 



262 



= 2.2 Hz), 8.22 (IH. d, J = 8.8 Hz), 8.87 (IH, d, J = 2.2 Hz). 

mmm 2 4 8 

5 [l,r-t*7x-;i/]-4-;t);i/7}^+-tt-$ K 



##^J 6 4 Tt# ^ ntz N- [3- (i' □ D ^ 5^;i,) -6-^ 5^;P-7-4^ / 'J " ;H -4' - ^ 

;i/:tD[l,l'-t*:7x-;H-4-;t(JU/}^4^-t^-$ F^^ffiViX, ^»J4 2^(51^0 

10 'H-NMR (DMSO-de) 6 2.20 (6H. s). 2.47 (3H. s). 3.59 (2H, s). 7.35 (2H, 
m), 7.80-7.90 (5H, in), 8.08-8.16 (4H, m). 8.77 (IH, d. J = 1.5 Hz). 10.15 
(IH. s). 

g** : 183-186 "C if^^im% : g^S?X5";i.->f V>^Dtr;PX-x;i^) 
FABMS(pos) 414 [M+H] + 
15 2 4 9 

[i,r-tf7x^;H-4-:^;i/7}f=t^+)-5 K 



'H-NMR (DMSO-d,) 5 1.02 (6H. t. J = 7.2 Hz), 2. 20-2. 64 (4H. m). 2.48 





(3H. s). 3.74 (2H, s), 7.35 (2H. m), 7. 77-7.92 (5H, m), 8.06-8.18 (4H, 
m), 8.79 (IH. d. J = 1.8 Hz). 10.14 (IH. s). 
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: 145-148 t: (m^itmm : mk:L^}V-^ VZfu\^)VJL-7-)V) 
FABMS(pos) 442 [M+H]+ 

%mm2 5 0 

5 \d-y:sL-M-A-ti)V^s^^^Y- 



##^J6 4Tt#e)n;fcN-[3-(^PDpC5^;U)-6-^^;u-7-^y ^)~)V]-A'-y 

10 'H-NMR (DMSO-dj) 5 1.32-1. 60 (6H, m). 2.39 (4H, m). 2.48 (3H. s). 3.63 
(2H. s). 7.36 (2H. m). 7. 76-7. 92 (5H, m), 8.08-8.14 (4H, m), 8.78 (IH, 
d, J = 1.8 Hz), 10.14 (IH, s). 

: 185-188 X: (.t^^imm : gli?x^;i.-i' y If ;i,x-r;0 
FABMS(pos) 454 [M+H]+ 

15 %mm 2 5 1 

N- [z-{\-7'^nzi)v^^)V) -6-^ J 'J - ;i/] -4* - 7;i/:t o [i . r - e 



6 4 T# tlfc N- [3- □ □ ^ 5^; W -6-^ /^J-M-i'-y 

20 ;i':tD[i.i'-f7x-;u]-4-;^3;i./l^=l^-9-^ K^fflViT, IIM«»J4 atisi^© 

'H-NMR (DMSO-dj) 6 1.59 (8H. m), 2.48 (3H. s), 2.64 (4H. id). 3.81 (2H. 
s), 7.35 (2H, m), 7.78-7.92 (5H. a), 8.08-8.20 (4H. m), 8.81 (IH. d. 



F 
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J = 1.8 Hz), 10. 14 (IH, s). 

Bl!,^: 170-174 X: in^imm : mMlL^Jl-^ ^J':fu}f)lJL-y^)l) 
FABMS(pos) 468 [M+H]+ 
^SSiRl 2 5 2 

5 4' -7 ;P:t D-N- [6-^^)1-2- {i-=f:)Vts 'J -7-+ / 'J :z.)V\ [1,1'- 

t'7x-JH-4-;^/;Uj|^^-y-^ K 



6 4 -e# nfc N- [3- D p ^ ^)V) -6-^ 5^;i/-7-=^ / u -4' -7 

'H-NMR (DMSO-ds) 6 2.42 (4H, m). 2.47 (3H. s). 3.59 (4H. m), 3.67 (2H. 
s). 7.35 (2H, m), 7.79-7.89 (5H, m), 8.08-8.16 (4H, m), 8.79 (IH, d, 
J = 1.8 Hz), 10.15 (IH, s). 

: 153-158 "c m^imm : »Kx5^;u-r yyp tr;i/X-x;P) 

15 FABMS(pos) 456 [M+H]+ 

mmm 253 

N- (3- { [4- (3-7 ^ y -3-^+ y y p tf ju) -1 - u p< -6-pc 5^;i/ 
-7-=^ry U-;i/)-4*-7;i/^P[i.i*-b:7x-;i/]-4-*;uzK=t^if$ h 



20 #%0y6 4■r^lbt^fcN-[3-(^^pp^^;^)-6-p^5';^-7-=^y 'j-;i']-4'-7 

;l/:tP[l,r-e7x:i;H-4-;^;i/7}^+1t$ K^ffll^X, ^JS««J4 2«!:PI^II© 

'H-NMR (DMSO-de) 5 1.03-1.24 (3H, m). 1.42 (2H, m). 1.62 (2H, m). 1.95 
(2H, m), 2.04 (2H. m), 2.47 (3H, s). 2.77 (2H. m), 3.63 (2H, s), 6.69 
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(IH. s), 7.24 (IH, s), 7.35 (2H. id). 7.78-7.90 (5H, m), 8.07-8.16 (4H. 
m), 8.76 (IH, s). 10.14 (IH, s). 

m.^. : 223-227 1: im^imm : mm^^^jv-^ v-fu tf;ux-^;i/) 

FABMS(pos) 525 [M+H]+ 
5 USSf !l 2 5 4 

4* - 7;!^^ D-N- [6-^ 5";U-3- ({4- [3- (^ ^^JPT 5 J ) -3-^+ V 7'P 

u v '-M ^ -7-^ / u -M [1 J ' - e 7 x"-';w -4-;^7)i//j^^-ti^ h 




#%^J 6 4 T# ^) nfe N- [3- (^ O □ ^ -6-^ 5';u-7-4^ y u - -4* - 7 
10 ;i':tO[l.r-fc'7x-;U]-4-:^7;i//|^+1t5 K$:ffiV^T> ^WS^^lhW^O 

'H-NMR (DMSO-dj) 6 1.15 (3H, m), 1.43 (2H, m), 1.62 (2H, m), 1.95 (2H, 
m). 2.06 (2H, m), 2.48 (3H, s), 2.54 (3H, d. J = 4.5 Hz), 2.83 (2H, m), 
3.63 (2H, s). 7.36 (2H, in), 7.71 (IH, d, J = 4. 5 Hz), 7.80-7.90 (5H, 
15 m), 8.08-8.17 (4H, id), 8.77 (IH, d, J = 1.2 Hz), 10.16 (IH. s). 

: 207-21 1 X, (i^^-fb^j^ : i^^X5^JL'-< V7°D e;PX-x;U) 
FABMS(pos) 539 [M+H]+ 
%'m\2 5 5 

N-[3-({4-[3-(x5^;i/7 5 y )-3-*^y tr;i']-i-tr^u >?xjn 
20 ;u)-6-^5^;i'-7-^ry ux;p]-4'-7;u:tD[i. v -M^ ji-M-k-fi)\^it^^^ 




##0|J6 4Tt#e>nfcN-[3-(^pppt5';u)-6-^5";b-7-^^y 'Jx;H-4'-7 
;P:to[i.i'-f7xx;|/]-4-;^j;i/7t?^^lJ-= H^rfflViX. %%mA2hn'm(0 
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'H-NMR (DMSO-de) 6 0.98 (3H, 1. J = 7.2 Hz). 1.14 (3H. m). 1.41 (2H, 
m), 1.61 (2H. m), 1.94 (2H, m), 2.04 (2H, m). 2.47 (3H, s), 2.82 (2H, 
m), 3.02 (2H, m). 3.63 (2H. s). 7.35 (2H, in), 7. 72-7. 92 (6H, m), 8.06-8.17 
5 (4H, m), 8.76 (IH, s), 10.15 (IH. s). 

: 227-230 "C i^^mimm : «X5^;P-^ y ^ D If ;PX-t-;P) 
FABM's(pos) 553 [M+H]+" " " 
2 5 6 

N- [3- ( {4- [3- ( V ^ 5^;l/7 ^ / ) -3-:t^ VZfn bf;P] -1- tf ^ U S^r jU} ^ 
10 )V)-%-^=^)V-'l-^j U-;P]r4'-7;P:^D[i.r-t*7x-;u]-4-:^3;i/7i?:^^it 
5 K 




6 4 e) nfc N- [3- D u -6- 7^ ^;u-7-+ -4' - 7 

;P^P[l.l'-f7xZi;H-4-;t;;i/x|^^-ti-5 K?£:fflliT> mmmA2tmm(D 

'H-NMR (DMSO-de) <5 1.06-1.28 (3H. m). 1.42 (2H, in), 1.65 (2H, m), 1.96 
(2H, m), 2.28 (2H, m), 2.48 (3H. s), 2.79 (3H, s), 2.84 (2H, m). 2.94 
(3H. s). 3.64 (2H, s), 7.36 (2H, m), 7.80-7.90 (5H, m), 8.08-8.16 (4H, 
m). 8.78 (IH. s), 10.15 (IH. s). 
20 St.^^ : 1 93-1 96 r (i^a««E : »^X5^; W V tf ;ux— r ;P) 
FABMS(pos) 553 [M+H]+ 

^mm 2 5 7 

N-[3-({4-[3-(vx5^;i/7^ y )-3-:t=\^v::^D tr;i']-i-fcf /^^U vx;n 

u x;^]-4• -y)\^:tn[\. i ' xx;^]-4-*;^7H4^1^• 
25 5 K 
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##«SJ 6 4 T# e> tlfz N- [3- ( ^ O P / -6-^ 5";i/-7-^ / U -4' - 7 

5 'H-NMR (DMSO-d^ 6 0.98 (3H. t, J = 6.9 Hz). 1.07 (3H, t, J = 6.9 Hz). 
1.10-1.30 (3H. m). 1.43 (2H, m). 1.63 (2H, m). 1.95 (2H, m). 2.25 (2H. 
m), 2.47 (3H, s), 2.83 (2H. m). 3.18-3.30 (4H. m). 3.63 (2H, s). 7.35 
(2H, m), 7.79-7.88 (5H, m). 8.08-8.16 (4H. m), 8.77 (IH, d, J = 1.5 Hz), 
10.14 (IH, s). 

10 m.'^. : 1 50-1 54 "c im^imm mmx.^ji-^ v zfu i^juL-^-ju) 

FABMS(pos) 581 [M+H]+ 

^mm2 5 8 

A'-y U -N-[6-^ ^;P-3-({4-[3-:t^ y-3-(l- If^ 'J ^ P tf 

;H -1 - tr^ »j V - ;n ^ ^)V) -1-^ J u -;n [i , r - tf 7 x -m -k-ti)Vit.^ 
15 K 




##«il6 4-e^§^n^cN-[3-(^pp^5^;W-6-pt5^;i/-7-^y ^)zLM-A'-y 
;i':tP[i.i'-f7x-;i.]-4-*;i./}?+-tf5 K<&fflViT. %m.mA 2^|SI^© 

. 20 'H-NMR (DMSO-dj) 5 1.04-1. 27 (3H. m). 1.32-1.50 (6H, m), 1.54 (2H, m), 

1.64 (2H. m). 1.95 (2H. m). 2.27 (2H. m), 2.47 (3H, s). 2.82 (2H, m). 

3. 27-3.42 (4H, m). 3.63 (2H. s), 7.35 (2H. m), 7.79-7.89 (5H. m), 
8.08-8.16 (4H, m), 8.76 (IH, s), 10.14 (IH, s). 
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iH^: 189-191 r (ig^^bM: B^BgX5^;P-<V7'Dtf;i/X-x;i/) 
FABMS(pos) 593 m]4 

mmm 259 

^'-y)V^u -N- [6- :^ 5";u-3- ( {4- [4-^^ y -4- (i - tf ^ u v W - 1 - 




6 4 T# 5) nAc N- [3- (i^ □ P ^ y U - ;H -4* - 7 

;i/:^-n[i,r-k:7x-;u]-4-:^;i/3}?+lj-5 H^fflv^T, Ilifi«ai4 2 tTO© 

10 'H-NMR (DMSO-dj) 6 1.18 (5H, m), 1.37 (2H. m). 1.46 (4H, in). 1.54 (2H. 
m). 1.61 (2H. m), 1.98 (2H, m). 2.23 (2H, t, J = 7.5 Hz). 2.46 (3H, s). 
2.82 (2H, m), 3.36 (4H, m), 3.63 (2H, s). 7.34 (2H. m), 7.82 (5H, m), 
8.10 (2H, m). 8.12 (2H. d. J = 8.5 Hz), 8.76 (IH. d, J = 1.5 Hz), 10.12 
(IH. s). 

15 m^.^: I79X: {^^mmm:mk:r-^)V--(V:ru\i)V:L-^)V) 
7tn^^^ CjgH^FNA • 0. 25HjO tLX 
ItM: C, 74.66: H, 7.17; N, 9.16. 
C. 74.70; H, 7.09; N, 9.03. 

%mm 2 6 0 

20 N-[3-(i4-[4-(i;x5^;u75y)-4-:f+v:/5';u]-i-tr^'j>?-;H^5^ 
)V)-^-^^)\^-l-^J U x;i/]-4' -'7)V:^u[\, r -h*7xx;^]-4-:<J;^J^^=^^•^j- 




6 4 T# ^. nfc N- [3- P O ^)V) -6-;/ J U X JU] -4 ' - 7 
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'H-NMR (DMSO-dg) d. 0.97 (3H. t. J = 7.0 Hz). 1.07 (3H, t. J = 7.0 Hz), 
1.13 (IH, m). 1.18 (3H, m), 1.49 (2H, m). 1.61 (2H, m), 1.96 (2H, m), 
5 2.21 (2H, t, J = 7. 3 Hz). 2.46 (3H, s), 2.82 (2H, m), 3.24 (5H. m), 3.63 
(2H, s). 7.34 (2H. m), 7.82 (5H, m). 8.11 (4H. i). 8.76 (IH. d, J = 1.7 
Hz), IOJ'2 (IH, s). " - -. - 

Tt^^^m C3,H«FN^0, • 0. 25HjG tLX 
10 fh^M: C, 74.15; H. 7.32; N. 9.34. 
M^M: C, 74.18; H, 7.38; N. 9.28. 

nmm 2 6 1 

N- [3- ( {4- (4- U^)V7 ^ J ) -4-;t + V ^ - 1 - kT^ U V::.M ^ ^ m -6- 

5";i'-7-+ J U -M -4' P [1 . r - tf 7 x - $ h 



##^«J 6 4 T#G>nfe N-[3- □ □p<5^;i/)-6-p^5^JU-7-4^y U -;i/]-4' -7 

;^:tP[l,^-t•7x-;^]-4-*;^7^::^-^^-5 K^^ffit^x, %mAA2tM^<r> 

'H-NMR (DMSO-de) <5 0.97 (3H. t. I = 7. 2 Hz). 1.14 (5H. m). 1.47 (2H. 
20 m). 1.60 (2H, m). 1.97 (4H. m). 2.46 (3H. s), 2.82 (2H. m). 3.02 (2H. 

m). 3.62 (2H. s). 7.34 (2H, m). 7.72 (IH. m). 7.82 (5H, m). 8.09 (2H. 

s). 8.13 (2H. d. J = 8.3 Hz). 8.76 (IH. d. J = 2. 0 Hz), 10.15 (IH. s). 

SS,^: 240t: (^MW: g^ifX5^;|/-i'y:/Dlf;i,X-x;i/) 

TtWrt^m. CjsHjjFN.Oj t. LT 
25 tfM: C, 74.18; H, 6.94; N. 9.89. 

HS^Ii: C. 74.42; H, 6.92; N, 9.66. 



15 
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N-[3-({4-[4-(>?^5^;uy ^ y)-4-:t+y:;''5";i']-i-tf'^U v-;n 
;u) -6-^ 5^;W7-+ / u -4' - 7;i/:r p [i , r - 1* 7 x - -4-* ;P3}?=t^it 




6 4 -e# n;/t N- [3- O □ -6-^ 5";U-7-:^ / ij - -4' _ 7 

;p:tP[i,r-t*7x-;w-4-:^;uzi?+it5 K^rffli^T, 4 2^111^0 

'H-NMR (DMSO-de) 6 1.17 (5H, m), 1.47 (2H. m), 1.61 (2H. m), 1.96 (2H, 

10 m), 2.23 (2H. t. J = 7.45 Hz), 2.46 (3H, s). 2.78 (3H, s), 2.82 (2H. 

m). 2.92 (3H. s). 3.63 (2H, s), 7.34 (2H. m), 7.82 (5H, m). 8. 11 (4H. 
Di), 8.76 (IH, d. J = 1.5 Hz), 10.12 (IH. s). 

Bt,^: 194*0 (^S^bj§jK:BfBgx5^;u-fyyatf;i^x-7^;i/) 
15 VrMM: C, 74.18: H, 6.94; N, 9.89. 

mmm: c 73.64; h. 6.97; n. 9.65. 

mmm2 e 3 

i'-y)V:ta -N- [6-^ 5";p-3- ( {4- [4- ^;i/7 5 / ) y zf^M-i- tr 




##^SJ 6 4 Tt# N- [3- O P / -6- / ^;|/-7-4^ 7 U -4 ' - 7 

>»l'^P[l.r-t*7x-;P]-4-;*3;i/7}^^1t= h*$:fflViT. *WJ4 2 tlSHi© 

'H-NMR (DMSO-dj) 5 1.15 (5H, m), 1.49 (2H, m). 1.61 (2H. m). 1.99 (4H. 
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m), 2.47 (3H. s), 2.54 (3H, d, J = 4.6 Hz). 2.83 (2H. m). 3.63 (2H, s), 
7.35 (2H, m). 7.67 (IH. d. J = 4.2 Hz), 7.83 (5H, m). 8.10 (IH, d. J 
= 1.2 Hz), 8.13 (3H. m). 8.76 (IH, d, J = 2.0 Hz), 10.14 (IH. s). 
m,^: 223*0 (i^^lb^<«: TOx5^;i'-<V7'Dtr;ux-7^;i.) 

5 mmm 264 

N- (3- { [4- (4-7 5/ -4-^^ V ^5=-;!/) -I - U ^ -6-p< 

"-7->y u-;w-4'-7;P^p[i,r-t:7x^;U]-4-:^jju#^ii-$ H - - 




6 4 T# ^ ntz N- [3- (^ □ □ / J U -4' - 7 
10 ;P:tP[l,r-t*7x:i;i/]-4-*;i'4^:^^1t= H^£ffil.iT> IIM^J42iTO© 

'H-NMR (DMSO-de) «5 1.16 (5H. m), 1.49 (2H. m). 1.62 (2H, m). 1.99 (4H, 
m), 2.48 (3H. s). 2.83 (2H, m), 3.64 (2H. s). 6.66 (IH. s), 7.21 (IH. 
s). 7.36 (2H. m), 7.83 (5H. m). 8,13 (4H, m), 8.77 (IH, d, J = 2.0 Hz), 
15 10.13 (IH, s). 

m^.: 228t: : i^^x5^;i'-'r vyne;i/x-T-;i/) 

7tn%^m. CssHjsFN.Oj • 0. 4HjO <t LT 
th^M: C. 72.61: H, 6.61; N. 10.26. 
HS^M: C, 72.70; H. 6.71: N, 10.20. 
20 ^Jifi^J2 6 5 

4' - 7 □ -N- [6- ^ ^;i/-3- ( {4- [2-:t ^ V -2- (1 - tr^ U v x;u) X5";i.] -1 - 
e^'J <>'x;H ^^M-i-^j 'Jx;H [i, r -b:7xx;i/]-4-;^7;i/5j-N+ii-5 K 




##««J6 4T#e»n^cN-[3-(^DD;<5^;i/)-6-/5^;i/-7-4^y 'Jx;H-4'-7 
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'H-NMR (DMSO-d,) 6 1.22 (2H. m). 1.40 (2H, m). 1.45 (2H. m), 1.56 (2H, 
m), 1.64 (3H, m), 1.99 (2H, in). 2.22 (2H, d, J = 6. 6 Hz), 2.48 (3H, s), 
5 2.82 (2H, d, J = 9.8 Hz), 3.39 (4.H, n), 3.64 (2H, s). 7.36 (2H. m). 7.84 
(5H, m), 8.11 (2H, s). 8.13 (2H, d, J = 8.5 Hz), 8.78 (IH, d. J = 1.2 
Hz), 10.13" (IH. s). ~ ' ' " ' ' ' 

m.^ : 216'c m^itmm •. mx5^;i/-i'yype;i^x-T-;u) 

TC^^tffM CjjHj^N^O, tLT 
10 tfSM: C, 74.71: H, 6.79; N. 9.68. 
IIM: C. 74. 26; H, 6.73; N, 9.46. 
2 6 6 

N-[3-({4-[2-(vx5^;i'7S y)-2-;t-4^yx5';i.]-i-bf^U 

)V) -6- ^ 'f-)V-i-^ / U x;u] -4' - 7 □ [1 , r - 1' :7 X x;i.] -A-fi M^-^ 

15 5 K 



##^!) 6 4 T1# b ntc N- [3- ( □ □ p< ^)V) -6-/ =J^)V-1-^ 7 'J XjP] -4' - 7 

;^:to[l.^-k'7xx;^]-4-;^^;^JJ^:^^•t^5 H^fflv^x. mmmAZtmUo 

20 'H-NMR (DMSO-de) <5 0.98 (3H, I, J = 7.1 Hz). 1.07 (3H, I, J = 7. 1 Hz). 
1.21 (2H. m), 1.63 (2H, m). 1.72 (IH. s), 1.98 (2H, m), 2.17 (2H, d, 
J = 6.6 Hz). 2.47 (3H. s), 2.81 (2H. m), 3.25 (4H. m), 3.63 (2H. s), 
7.34 (2H, m), 7.83 (5H. m), 8.10 (2H, s). 8.12 (2H. d, J =8.6 Hz). 8.76 
(IH, d. J = 1.7 Hz), 10.11 (IH, s). 

25 mi^ : 1 97r {^^m^m^ mk:3i^}V--( v y □ e;bx-x;i/) 
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C. 74.18; H, 6.94; N, 9.89. 
^S^M: C, 73.50; H, 6.87; N. 9.52. 
MMM 2 6 7 

N- [3- ( {4- [2- U^JUT S / ) -2-;t+ V Ji^M -1 - 'J v-^H ^ 5^ )U) -6- 




6 4 e. n^c N- [3- □ □ ;>t -e-^ ^ ji-i-^ y*J:i)U]-4'-y 

10 'H-NMR (DMSO-de) 6 0.97 (3H, t, J = 7. 3 Hz). 1.17 (2H. m), 1.58 (2H. 
m). 1.64 (IH. Di), 1.97 (4H. m). 2.46 (3H. s). 2.80 (2H. id), 3.03 (2H. 
m). 3.62 (2H. s), 7.34 (2H, m), 7.75 (IH. m). 7.81 (5H. m), 8.07 (IH. 
d, I = 1.2 Hz). 8.12 (IH, s), 8.13 (2H. m). 8.74 (IH. d, J = 2.0 Hz). 
10.13 (IH. s). 

15 m,^ : 25it: (m^imm mmji^ji-i v:fu\i)VjL-^)V) 

im^t^m. C34H3,FN,02,hLT 
H-^fil: C. 73.58; H. 6.55; N. 10.40. 
C. 73.65; H, 6.76; ft. 10.11. 

%mm2 6 8 

20 N-[3-({4-[2-(vpC5';i.7^ y)-2-:*-4^yx^;U]-l-fcfA^U 

)V) -6-^ ^;U-7-^ J U - ;H -4' -7;i.:t P [1 . r - 1' 7 X - ;U] )\,it.^^ 
5 K 



mnm ^Axm^ntt N-[3-(i7 d D/^;p)-6-pt5';i.-7-^ y u - ju]-4' - 7 
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'H-NMR (DMSO-dj) 6 1.19 (2H. m). 1.66 (3H. m). 1.98 (2H. m). 2.20 (2H, 
d, J = 6.6 Hz), 2.47 (3H. s). 2.81 (5H, m), 2.94 (3H, s). 3.63 (2H. s), 
5 7.35 (2H, m). 7.83 (5H. m), 8.10 (2H, s), 8.12 (2H. d. J = 8.3 Hz), 8.77 
(IH. s), 10.12 (IH, s). 

TzM^^m CjjHjsFN^Oj • 0. SHjO thX 
thM: C, 72.37; H, 6.62; N. 10.22. 
10 Hi^ffl: C, 72.64; H. 6.51; N. 9.98. 

mmm 2 6 9 

4'-7;U^P-N-[6-/5";i/-3-({4-[2-(/5";i/7 5/)-2-;3-:^^yX5^;i/]-l-tr 




15 #%^6 4Tfie>nfcN-[3-(^DD^^;i/)-6-^^;i/-7-^y 'j-;w-4'-7 
;u^p [I. i'-t*7x-;i.]-4-;^;;u7j^ 4-1^-5 K^&fflv^T. mmm42tmm(D 

'H-NMR (DMSO-dg) 6 1.16 (2H, m), 1.57 (2H. m). 1.63 (IH. m). 1.97 (4H. 
m). 2.46 (3H, s), 2.53 (3H, d, I =4.6 Hz), 2.80 (2H, m). 3.62 (2H. s), 
20 7.34 (2H, m), 7.69 (IH, d, J = 4.6 Hz). 7.82 (5H. m), 8.07 (IH. s), 8.12 
(2H. in). 8.14 (IH. s), 8.74 (IH, d, J = 2.0 Hz), 10.13 (IH. s). 

mj^ : 243*0 m^itmm : mmj^^)\^-( yyo kf;px-7^;i.) 

tf^M: C. 73.26; H, 6.34; N, 10.68. 
25 nmm: C, 73.47; H. 6.40; N, 10.40. 

mmm2 7 0 
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N-(3-{[4-(2-7$/-2-:r*yx5';U)-l-tr'^'Jv-;i/]pt5^;H-6-/^;i/ 
-7-:1^ y U -4' - 7 □ [ I . r - 7 X -4-;<7 =t^-tJ- $ K 




##^J6 4Tt#^n/!: N-[3-(^DDpt^;W-6-^5^;|/-7-^y U:-;H-4'-7 

5 ;i/:tD[i.i'-k*7x-;i/]-4-:*;i.jj^^+f-s H^rffliiT. mmm4 2tmm(D 

'H-NMR (DMSO-ds) 5 1.16 (2H. m), 1.63 (3H, m), 1.96 (4H. m). 2.46 (3H. 
s), 2.81 (2H. m). 3.62 (2H. s). 6.69 (IH, s), 7.22 (IH, s), 7.34 (2H. 
m), 7.82 (5H, m). 8.07 (IH, s), 8.13 (3H. m), 8.75 (IH. d, J = 2.0 Hz). 
10 10.13 (IH, s). 

M : 249t: (^^imm. : ^MX^JV-^ 
Ttm^m^ Ca.Hj.FNAihL/T 
tf^SEffl: C, 72.92; H, 6.12; N, 10.97. 
C, 72.91: H, 6.43: N, 10.66. 

15 mmm 2 ? 1 

4'-7;i/:tD-N-(6-^^;i/-3-{[4-(l-t:'^U v-;i/;^;P7j^-;i/)-l-bf^'J 

-;Hp^5^;|/}-7-^/ u -;|/) [1, v -Ey :c-M-i-tijv^:^D-^ H 




6 4 X'^i^nrc n- [3- (^ p □ -6-^^)1-7-=^ y u - ;H -4' - 7 

20 ;i^^o[l.r-e7x-;H-4-:^;P4^^^-tj-^ K<l:ffll.iT. Ilifif!j4 2<i:|5lJ^(D 

'H-NMR (DMSO-d^) 5 1.39 (2H. m), 1.46 (2H, m). 1.58 (6H, m), 2.07 (2H, 
m), 2.47 (3H. s), 2.53 (IH. m). 2.86 (2H, m), 3.40 (4H, m), 3.66 (2H, 
s). 7.34 (2H, m), 7.83 (5H, m). 8.12 (4H. m), 8.77 (IH. s). 10.12 (IH. 
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S). 

TCm^^m C,5H„FN,0j t UT 
tf-^ffi: C, 74.44; H, 6.60; N, 9.92. 
5 mmm-. C, 74.13; H. 6.51; N, 9.79. 

mmm 272 

n;n- vX5^;i.-l - [ (7- { [ (4' -7)V:tn-l.]'-2y xX;P-4-< )V) U )Vt.ZL)V] 




10 ##«?iJ6 4Tt#bnfcN-[3-(^DP^5^;i/)-6-p<5';i.-7-4^ y U::i;i/]-4'-7 

;i/^D[i,r-t*7x-;i/]-4-;^;i/jj?:^^ij-a H^rffli^x, ^mm^2tmm<D 

'H-NMR (DMSO-de) 6 0.97 (3H. t. J = 7.0 Hz), 1.09 (3H. t. J = 7.0 Hz), 
1.61 (2H, m). 2.05 (2H. m), 2.47 (3H. s), 2.51 (IH, m), 2.87 (2H, m), 
15 3.23 (2H, q. J = 7.0 Hz), 3.30 (4H, m), 3.66 (2H, s), 7.34 (2H. m), 7.83 
(5H. m). 8.12 (4H, m), 8.77 (IH. d. J = 1.7 Hz), 10.12 (IH, s). 

Ttmi^^m. CjjHjjFN^O, • 0. 25H,0 tLX 
H-^ffl: C, 73.29; H, 6.78; N, 10.05. 
20 C, 73. 26; H, 6.97; N, 9.94. 

2 7 3 

N-X^;i/-1 - [ (7- { [ (4' - □-] . r - 1: 7 x -;M-r )V) tl 7 5 
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##011 64T^6nfeN-[3-(^DP;?C ^;U) -6- ^ 5';U-7-+ y ij - -4' - 7 

'H-NMR (DMSO-dj) 6 0.97 (3H. t, J = 7.2 Hz), 1.61 (4H. m). 1.97 (2H, 
5 m). 2.04 (IH, m). 2.46 (3H, s), 2.86 (2H, m), 3.03 (2H, m), 3.63 (2H. 
s), 7.34 (2H, m). 7.70 (IH, m). 7.81 (5H. m), 8.08 (IH. s), 8.13 (3H, 
m)." 8.'74 (IH, d. J = 2.0 Hz). 10.13' (IH, s).. 
M.^. : 254*C im^itmm : KB6x^;u-^ y e;ux-7";i/) 
Ttm^mm CjjHjsFN.GjtbT 
10 H-M: C, 73.26: H, 6.34; N, 10.68. 
^mm-. C. 73.46: H, 6.64: N, 10.17. 

mmm 274 

1 - [ (7- { [ (4" - 7 jP:^ □ -1 , r - 7 X -;u-4-'r ;u) 7 5 y } -6- ^ 



6 4 T1# <=) N- [3- (^ P P -6-^ ^;l.-7-:^ J^)-M-A'-y 

'H-NMR (DMSO-dj) 5 1.59 (4H, m), 2.07 (2H. m). 2.47 (3H, s). 2.54 (IH, 
20 m). 2.78 (3H, s). 2.87 (2H, m). 2.98 (3H, s). 3.66 (2H, s), 7.34 (2H, 
m), 7.83 (5H. nO, 8.11 (4H, m). 8.77 (IH. d, J = 2.0 Hz), 10.12 (IH, 
s). 

mi^ : 229'c {^^imm i^Sfx5^;i/-ry7'ptr;ux— rju) 

TC^^^fM C3,H3,FN<0j<J:LT 
25 tf^M: C. 73.26: H, 6.34: N. 10.68. 
*«lfit: C. 72.89: H. 6.54: N, 10.38. 



15 
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mmm 275 

1 - [ (7- { [ (4 ' - 7 ;u ^ p -1 . r - f 7 X :::;u-4-r ;u) ;^ 7 5 y } -6- 



5 ##^J 6 4 ^) nfc N- [3- (i7 o □ ^ -6-/ ^^ju-?-:^^ y U -^W -4' - 7 
;U:to[i.r-t:*7x-;i/]-4-*;U7H+ij-5 K<fcfflv^T, ll»J4 2 <hf^ilo 

'H-NMR (DMSO-dj) 6 1.60 (4H, id). 1.97 (2H. m). 2.06 (IH, oi), 2.46 (3H. 
s). 2.54 (3H. m), 2.85 (2H, m). 3.63 (2H. s), 7.34 (2H, m), 7.66 (IH, 
10 m), 7.83 (5H. m), 8.12 (4H. m). 8.75 (IH, s), 10.13 (IH, s). 

m,^. : 257^ m^itmm : mmji^jv-^i y tf;i/x-x;p) 

Ttm^^m Cs,H3,FNA<l:tT 

tf^ffi: C, 72.92; H, 6.12; N, 10.97. 

MfkM: C, 73.10: H, 6.08: N. 10.82. 



15 mmm 276 

1 - [ (7- { [ (4* - 7 ;i/:t □ - 1 , 1 ' - e 7 X - ;u-4-r ;'3 7 5 y ) -6- ^ 



#5^«»J6 4T#e>nfeN-[3-(^PP^5";W-6-^5^;l/-7-^ry 'J-;U]-4'-7 

20 ;u^PEi,r-e7x-;i/]-4-;^;i/7j^4^+f-s K^fflViT. ||»J4 2^i^^i(Z) 

'H-NMR (DMSO-dg) 6 1.58 (2H, m), 1.67 (2H, m). 1.98 (2H, m), 2.06 (IB. 
m). 2.47 (3H, s). 2.85 (2H, m). 3.64 (2H. s), 6.70 (IH. s). 7.19 (IH, 
s), 7.34 (2H. m), 7.82 (5H. m), 8.12 (4H. m), 8.76 (IH. d. J = 2.0 Hz), 




Me. 



Me 
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10.12 (IH. s). 

:. 265*0 m^itmm : mmx^ji-^ ^^zfa tf;i.x-x;i/) 

Ttm^mm C„H„FN,0, • HjO t LT 
W-^ffl: C, 70.02: H, 6.07; N, 10.88. 
5 H^ffl: C. 69.66; H. 6.01; N, 10.59. 

mmm 277 

3-7;V^p-4' -p^5F-;u-N-[3-(i-ep u z^~)\^^^)U)-i-=^yv -vw [1; r - 



10 ^mms 4T%i^nrc 4-yDt-2-7;i/:to-N-[3-(tfDU v>-i-i';u^^ 

'H-NMR (DMSO-dg) 5 1.72 (4H, m), 2.37 (3H, s). 2.50 (4H, m), 3.75 (2H. 
s). 7.32 (2H, d, J = 8.3 Hz), 7.68 (4H, m). 7.80 (IH, m). 7.86 (IH. d, 
15 J = 2.0 Hz). 7.95 (IH. m), 8.15 (IH. d. J = 2.2 Hz). 8.54 (IH, s), 8.80 

(IH, d, J = 2.0 Hz), 10.76 (IH. s). 

gJ^v : 173 t: i^^imm : mm:i.^JV-( V 7'd trjUX-x;!.) 
FABMS(pos) 440 [M+H]+ 

^mm 2 7 8 

20 3- 7 ;p :t P -N- [8- 7 □ -3- ( 1 - tf □ u >^ 5^;U) -7- + y»j - ;n -4 ' - 

;>l5^;P[l,r-t*7x-JI/]-4-:i!j;U3}^^lJ-5 K 



MMm? e-cm^^nrc 4-ypt-2-7;p:rp-N-[8-7;i';tP-3-(i-tr^'j>' 
-;M5^;w-7-=^y 'j-;W^>X7$ H^ffl^^x. mmmso tmmoWtfp 
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'H-NMR (DMSO-dg) 6 1.73 (4H, m), 2.37 (3H. s). 2.50 (4H, m). 3.81 (2H, 
s), 7.33 (2H, d, J = 8.4 Hz), 7.68 (4H. m), 7.85 (2H, m), 8.01 (IH, m), 
8.31 (IH. s). 8.91 (IH, d, J = 1.8 Hz), 10.47 (IH, s). 

5 : 173 r m^imm : mmx^)i-^ vzfu hf;i/x-7^;u) 

FABMS(pos) 458 [M+H] + 
%mm 2 7 9 

4'-i^DD-3-7;i/:tD-N-[8-7;i/:tD-3-(l-trDU v-;i'^5^;P)-7-+y U 

[1. r-t*7x-;i/]-4-:^;i.!j^4^-ti-5 K 




6tr#e)n:t 4-::^D^-2-7;u^D-N-[8-7;i':tD-3-(i-tf^'j V 

'H-NMR (DMSO-d,) 6 1.74 (4H, m), 2.50 (4H, m), 3.81 (2H, s), 7.59 (2H, 
15 d, J = 8.8 Hz), 7.81 (6H, in), 8.01 (IH, m), 8.31 (IH, s). 8.91 (IH. d, 
J = 1.8 Hz), 10.53 (IH, s)-. 

ifi* : 208 "C (^^^bM : B^^X^JP-T V^P tf;i/X-7";P) 
FABMS(pos) 478 [M+H]+ 
%mm 2 8 0 

20 4'-7;U:tP-N-{8-pC5';U-3-[l-(l-hf □ U vX JU) X^^jl/]-?-^ y ux 

;H [1 . r - h' 7 X x;U] -4-;<7 S H 



Me 




###0 5 9T'#e.n^cN-[3-(l-^ODX5";l/)-8->5";i'-7-+y 'Jx;U]-4'- 
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'H-NMR (DMSO-dg) 6 : 1.45 (3H, d, J = 6. 6 Hz). 1.62-1.83 (4H. m). 2.26-2.72 
(7H, m). 3.49 (IH, q. J = 6.6 Hz). 7.28-7.42 (2H. m). 7.61 (IH. d. J 
5 = 8.8 Hz). 7.74-7.92 (5H, m), 8.15 (2H. d. J = 8. 1 Hz), 8.20 (IH, d, 
J = 2.2 Hz), 8.92 (IH, d. J = 2. 2 Hz), 10.29 (IH, s) . 

m,^:-. 179-182 x: (m^imm: mmx^j],-i^>(v:fa\^)ux-f-)U) 
^mm2 8 1 

4'-7;u:tD-N-{8->^5^;u-3-[i-(i-e'<u >?n;u)x5^;i/]-7-+y u - 
10 ;i/}[i.r-L'7x-;i/]-4-:^3;i'3j^^if5 H 



5 9 Ti# e> nfc N- [3- (1 □ □ -8-p^ 5^;u-7-+ y u -;n -4" - 
7;i/^D[i.r-t:7x-;u]-4-;^3;i/7j<^-9-5 H^ffli^iT, mmm4 2twim 

15 'H-NMR (DMSO-dP 6 : 1.27-1.62 (9H. m). 2.26-2.46 (4H, m). 2.67 (3H, 
s), 3.76 (IH. q. J = 6.6 Hz), 7. 27-7.42 (2H, m). 7.61 (IH, d. J = 8.8 
Hz), 7.77-7.90 .(5H. m), 8.10-8.21 (3H, m). 8.91 (IH, d, J = 1.8 Hz), 
10.29 (IH, s). 

m,^: 168-170 1: m^itmm: mmx^)i-i^-i'jy'n\d)vx--fM 
20 mmm2B2 

7;i/:ta[i.r-tf7xr.;i/]-4-*;p^4^iJ-5 K 



Me 
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F 




5 2 T# tlfc N- [3- D □ p< -8- / J 'J - ;W -4" -7 

5 'H-NMR (DMSO-dj) 6: 1.43-1.80 (4H, m), 2.13-2.33 (IH. m), 2.45-2.92 
(6H, m), 3.00-3.17 (IH, m). 3.50 (IH. d. J = 13.6 Hz), 4.30 (IH. d. J 
= 13.6 Hz). 7.12-7.45 (7H. m). 7.63 (IH. d. J = 8.8 Hz), 7.74-7.92 (5H, 
id), 8.10-8.25 (3H, m), 8.90 (IH, d, J = 2.2 Hz), 10.28 (IH, s). 

m^'. 172-174 'c {mmm%: 'ry::^PAv-;p-v'f v>^Dtf;ux-x 



•^^m 2 8 3 

4'-yMD -N- {3- [ (2-'r V - 1° □ U v-;i.) /. -Z-^^}V-1-^ 
J 'J-;H [I, r-t:7x-;i/]-4-;^7;Pj}s*^+h^ K 



15 #^f!l5 2Tt#e)n;/c:N-[3-(^ODpt^;|/)-8-pt5^JU-7-=1ry'J-;W-4'-7 
;i/:tP[l, l'-tf7x-;U]-4-;*;;U4^=t^U-$ HSrfflliT. %1gmA 2 tl^^© 

'H-NMR (DMSO-dj) d: 0.93 (6H, t like, J = ca. 5.7 Hz), 1.18-1.73 (7H, 
m), 1.86-2. 22 (2H, m), 2. 62-2.92 (4H, m). ca. 3.36 (IH, d, J = 13.9 Hz), 
20 4.20 (IH. d. J = 13.9 Hz), 7.25-7.40 (2H, m). 7.61 (IH. d. J = 8. 4 Hz), 
7.73-7. 92 (5H, id), 8.08-8.23 (3H, m), 8.86 (IH. d, J = 1.8 Hz). 10.27 



10 



Me 




Me 
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(IH. S). 

mmm 2 8 4 

5 N- {3- [ (2- i/ o ^ =1^ V 1 - If □ u V - -8- ^ ^ ;i/-7- =^ y 'J - 

;i/}-4' -7;i/^D [1,1" -tf7x -;H-4-;^j;i/3i^=\^lj-5 h' 



5 2 5 N- [3- (iJ' D □ p4 -8-^ / 'J W -4' - 7 

;i';fo[i.i'-ii7xn;H-4-;^;i.4^'4--tf$ H^ffli/iT, SIM^H 2 tmi® 

'H-NMR (CDCI3) (5: 0.90-1.35 (6H, m), 1.50-2.50 (IIH, m), 2.78-2.97 (4H, 
m), 3.34 (IH, d. J = 13.6 Hz), 4.21 (IH, d, J = 13.6 Hz), 7.10-7.24 (2H, 
m), 7. 57-7.78 (5H, m), 7.98-8.10 (4H, m), 8.25 (IH, d. I = 9. 2 Hz), 
8.94 (IH. d, J = 1.8 Hz). 

15 204-205 r m^imM: ^ V T'PAy y tf;i/X-x 

}V) 

^mm 2 8 5 

^' -y )Viru-^-{z-^^)V-z-[\-{\-\^u 'J>^x;p)7'd bf;u]-7-^y 'j - 
;i'}[i.r-b*7x-;W-4-:^;i/4?=<^-9-= K 



##0ij6 1 Tf§e>n:t N-[3-(i-^ DD^p e;i/)-8-^5^ji/-7-^ y ux 





Me 



20 
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'H-NMR (DMSO-d.) 6: 0.67 (3H, t, J = 7.3 Hz). 1.60-2.75 (13H. m), ca. 
3.35 (IH. br). 7.26-7.43 (2H, m). 7.61 (IH, d. J = 8.8 Hz), 7.72-7.91 

5 (5H, m), 8.05-8.26 (3H, m), 8.87 (IH, s), 10.30 (IH. s). 

in*: 188-191 r m^itmm: v-ryyptf;i'X-T-;u) 

4' - 7 Jl^^u-n- {8- [ 7 X -;Kl- tf □ U ^ =^)V\ -1-^ J 'J 
-;H[l.r-t:7x::i;i']-4-;^;U>}^+1f5 H 




##0iJ6 3T#6n;^c N-{3-[^DD(7x:::>iP)^5";i/]-8-pt^jl,-7-:^y U 
-;H-4'-7;U:*-p[i.r-e7xn;i/]-4-:i!j;i/7}?+if5 Hi^fflv^T, %mmA 

'H-NMR (CDCI3) a : 1.82 (4H. br), 2.49 (4H. br). 2.79 (3H, s), 4.41 (IH, 
15 s), 7.10-7.35 (5H, m). 7.47-7.77 (7H, m), 7.93-8.09 (3H, id), 8.16 (IH, 
d, J = 1.8 Hz), 8.25 (IH, d, J = 8. 8 Hz), 9.05 (IH, d, J = 1.8 Hz). 
mf^.: 192-195 t: (J^^«m: -f 7 yo/V-^l^-v-f V^D tr;i'X-x 

;u) 

20 N-[8-;<5^;i/-3-(i-trp u v-;i//^;i/)-7-:^^/ U-;i/]-4-^>^;i/^>X 



75 K 




%m.m^ sx-ntc 4-7'P^-N-[8-pt^ju-3-(i-tf □ u 
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no z.t K> > mmit^i^^mrzo 

'H-NMR (CDClj) a 0.91 (3H, m), 1.35 (4H, m), 1.67 (2H. a). 1.81 (4H. 
dl, J = 6.6. 3.3 Hz), 2.57 (4H. m). 2.69 (2H. m). 2.81 (3H. s). 3.81 
5 (2H, s). 7.33 (2H, d. J = 8. 3 Hz), 7.70 (IH, d, J = 9.0 Hz), 7.87 (2H, 
d, J = 8. 1 Hz), 7.95 (IH. s). 8.06 (IH, d, J = 2.2 Hz). 8.25 (IH. d, 
J = 8. 8 Hz). 8. 88 (IH, d. J = 2. 0 Hz). ' 

it,^ : i2ir m^itmm : v-f vzfn \£jvx.-^)i) 
mmm2 s s 

10 4-:/^;i/-N-[8-pt^;u-3-(i-hrpUv-Ji/^5";u)-7-^^y 'jn;H^>X7 
5 K 



mmm 9 3 mtc 4-7* □ ^:-n- cs- ^jv-z- (i - tf □ u ^jd -i-^ / 
15 fr'^ztiz^y). ^mit^m^ntc. 

'H-NMR (CDC 1 3) 6 0.95 (3H, t, J = 7.3 Hz). 1.38 (2H, m). 1.65 (2H. 
m), 1.81 (4H. ddd, J = 6.8, 3.3, 3.1 Hz), 2.57 (4H, m), 2.70 (2H, m). 
2.81 (3H. s). 3.81 (2H, s). 7.33 (2H, d, J = 8. 1 Hz), 7.70 (IH. d, J 
= 9.0 Hz), 7.86 (2H, d. J = 8. 1 Hz), 7.95 (IH, s), 8.06 (IH, d, J = 2. 2 
20 Hz), 8.25 (IH, d. J = 8.8 Hz), 8.88 (IH, d, J = 2.2 Hz). 

m.^: nir i^^itmrn: x'ry:/atr;i'X-^;i') 
mmm2 s 9 

4- A^^r v;i/-N-C8-;^ ^)\^-Z- (1- 1! P >J i^ZL}l -7-+ y u ^ >x 

75 K 



mmm 9 3 -e%rc i-zfa^t-n- [8-^ 5^;u-3- (i - e □ u v - 5^;i/) -7-+ y 




25 
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'H-NMR (CDC 1 3) 6: 0.88 {3H, m), 1.33 (6H, m), 1.63 (2H, m), 1.80 (4H, 
m), 2.56 (4H, m). 2.69 (2H, m). 2.80 (3H, s), 3.80 (2H. s), 7.32 (2H, 
5 d, 1=8. GHz), 7.70 (IH, d, J=9. IHz), 7.86 (2H, d. J=8.0Hz), 7.95 (IH, 
s), 8.06 (IH. d, J=2.2Hz). 8.25 (IH. d, J=9.1Hz), 8.88 (IH, d, J=2.2Hz). 
MM. : 1 1 i^^'imm : mwti-^)l-^ 9zfo t!;i/X-7-;i.) 

^mm2 9 0 

N- [8- 5';U-3-(l- tf P U J U 'M -\-(,^y^)\,^^ 

10 iy)^yXT^Y 




mMm 9 3 4-:/d t-N- [8-^ 5";u-3- (i - tf □ u V - -7-+ j 

15 'H-NMR (CDCI3) 6: 0.94 (3H, t. J=7.0Hz), 1.42 (4H, m), 1.82 (6H, m), 
2.56 (4H. m), 2.80 (3H, s), 3.80 (2H. s), 4.03 (2H, 1. ]=6. 6Hz). 6.99 
(2H, d, J=8.8Hz), 7.69 (IH, d, J=8.8Hz), 7.91 (3H, m), 8.06 (IH. d, 
J=2.2Hz), 8.24 (IH, d, J=8.8Hz), 8.88 (IH, d, J=2.2Hz). 

m.^. : 1 55t: {^^{mwk : m^:Lj-)\,--{ y y D tr;i'X-T-;p) 
^}m2 9 1 

4- (^ > y-r ;U7 5 y ) -n- [8-/ 5";u-3- (i - tf d u -7-+ y u x 




"^"Sm 9 3 -Q^fz ^-Zf u ^ -N- [8-> ^)V-Z- (1 - e □ U -J::.}V^^)V) -1-^ J 
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'H-NMR (DMSO-dj) 6 : 1.74 (4H, m), 2.50 (4H. m). 2.66 (3H, s). 3.80 (2H. 
s). 7.59 (4H. i). 7.81 (IH, d. J=8.8Hz), 7.98 (4H, m), 8.06 (2H. m), 
8.21 (IH, d, J=1.7Hz), 8.87 (IH, d, J=2.2Hz), 10.14 (IH, s), 10.53 (IH. 



mmmz 92 " ' " 



mmm9 3TWc4-yD^-N-[8-^^;P-3-(l-trD'J vx;i<'p^^;i/)-7-^^y 

'H-NMR (CDCI3) 6: 0.99 (3H, t, J=7.3Hz), 1.51 (2H, m), 1.80 (6H. m). 
15 2.55 (4H, id), 2.81 (3H, s), 3.80 (2H, s), 4.03 (2H, t, J=6.6Hz). 6.70 
(IH, dd, J=14.5, 2.3Hz), 6.84 (IH, dd, J=8. 9, 2.3Hz), 7.68 (IH, d. 
J=9.0Hz), 8.04 (IH, d, J=2.0Hz), 8.17 (IH. t, J=9.2Hz), 8.35 (IH, d, 
J=9.0Hz), 8.63 (IH, d, J=17.3Hz), 8.87 (IH, d, J=2.2Hz). 

20 HM^J 2 9 3 

2- 7 D -N- [8- )^ (1- tf D U )k -7-=^^ / U =.M -4- 



MMm9 3 4-:^P t-N-[8-^5^;U-3-(l-trD U v-;l/pl^Jl/)-7-4^>' 



5 



S). 



10 





wo 03/035624 



PCT/JP02/11045 



288 



'H-NMR (CDCI3) 6 : 0.94 (3H, m). 1.42 (4H. m), 1.81 (6H, m), 2.55 (4H. 
fa). 2.81 (3H, s), 3.80 (2H, s), 4.02 (2H, t, J=6.6Hz). 6.70 (IH. dd. 
J=14.7, 2.4Hz). 6.84 (IH, dd, J=9.0. 2.4Hz), 7.68 (IH, d, J=9.0Hz). 8.04 
(IH, d, J=2.2Hz), 8.17 (IH, m), 8.35 (IH, d, J=8.8Hz), 8.63 (IH, d, 
5 J=16.9Hz.), 8.87 (IH. d. J=2.2Hz). 

Mfi * : 1 43t: (m^itmm : mmji^)i--( y -fa tr;px-xji,) 
nmm2 94 ------ 



mmm 9 3 x^mtc 4-y' □ ^-n- [8-;< (i - tf □ u >? - ;p ^^ji.) -7-:^ y 

'H-NMR (CDCI3) 6: 0.95 (3H, t. J=7.1Hz), 1.48 (2H, m), 1.68 (2H, m). 
15 1.81 (4H, m), 2.55 (4H. in),.2.80 (3H, s), 3.00 (2H, m), 3.80 (2H, s), 
7.37 (2H. d. J=8.4Hz). 7.69 (IH. d. J=8.8Hz), 7.85 (2H. d, J=8.4Hz). 
7.92 (IH, s), 8.05 (IH, d, J=2.2Hz), 8.22 (IH, d, J=8.8Hz), 8.88 (IH, 
d, J=^.2Hz). 

st^: 147X: (m^itmm:mmx^)\^-^'j':^n\i)vx-f-M 

20 2 9 5 

2-7;P:t □ -N-[8-pt 5^;|.-3-(l- tf □ U '>*n;u^ ^;P)-7-^ / u - 

-4- (4, 4, 4- h U □ 7" h ^ >X7 5 K 



^i^m 9 3 X-mtz 4-yp^:-N-[8-pt5';i'-3-(l-tf D U t^:r.Jl>^^M-l-=¥ J 



10 
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'H-NMR (CDClj) 5: 1.80 (4H, in), 2.10 (2H, m), 2.35 (2H, m), 2.56 (4H, 
m), 2.81 (3H. s). 3.80 (2H. s), 4.09 (2H t, J=6.0Hz.). 6.71 (IH, dd, 
J=14.5, 2.4Hz), 6.85 (IH. dd. J=9. 0, 2.4Hz). 7.69 (IH, d. J=9.2Hz.). 
5 8.05 (IH. d. J=2.2Hz). 8.20 (IH. I. J=9.2Hz). 8.35 (IH, d, 1=8. 8Hz), 
8.63 (IH, d. J=15.9Hz,). 8.88 (IH, d, J=2.2Hz). 

mmmz 9 e 

4-(::/^;p;^;i/7js:i;u)-N-[8-^^;p-3-(i-trD u>?-;M^;i')-7-:^y u - 

10 M^>X75.\^ 



mmm 9 3 x^mtc 4-y d ^:-n- [b-^ ^ji-z-u- e o u i^-ji^ ^ ^)V) -1-^ / 

15 'H-NMR (CDCI3) 5: 0.90 (3H, t, J=7.3Hz). 1.38 (2H, m), 1.67 (2H. m), 
1.81 (4H. m), 2.56 (4H, m), 2.81 (3H, s). 3.12 (2H, m), 3.81 (2H. s), 
7.72 (IH, d, J=8.4Hz). 8.07 (7H, m), 8.90 (IH, d. J=2.2Hz). 

M: 210^ {.m^imm mmj:.^)i--( y e;i/x-x;u) 
mmm 297 

20 4-('>^'DyDtr;i/p^ h4^v)-N-[8-><5^;i/-3-(i-eDUx-;i/;^5^;p)-7-i^ 



mmms 3TWc 4-7*Pt-N-[8->^5";i/-3-(l-tfP U v-;M5^;U)-7-=|=^/ 

25 no^t\z^*). ^m<\:^<^=^mzc 




o o 
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'H-NMR (CDClj) 6: 0.39 (2H, ai). 0.69 (2H, m). 1.30 (IH, m). 1.81 (4H, 
m). 2.56 (4H. m). 2.80 (3H. s). 3.80 (2H. s). 3.88 (2H. d. 1=6. 8He), 
7.00 (2H. m). 7.68 (IH. d. J=8.6Hz), 7.90 (3H, m). 8.05 (IH, d, J=2.0Hz), 
8.23 (IH, d, J=8.8Hz). 8.87 (IH, d, J=2.0Hz). 
5 mA: mx: (m^itmm:W^mJL^)V--(V:fni£)UJL-7')l) 



^mm 2 9 8 

2-7;P^P-N-[8-pt5";i'-3-(r-trP U z>^)]^;^^)V)-i-^J u -;i']-4-yo ~ 



10 ^mm9 3Tf#;^c4-7*D^-N-[8-^5^;i'-3-(i-trDU>'-;i/^5^;W-7-+y 

'H-NMR (CDClj) 6 : 1.06 (3H. t. J=7.3Hz), 1.83 (6H, m), 2.55 (4H, m). 
2.81 (3H. s), 3.79 (2H. s), 3.98 (2H, t, J=6.6Hz). 6.70 (IH, dd. J=14.4. 
15 2.4Hz). 6.84 (IH. dd, J=9.0, 2.2Hz). 7.68 (IH. d, J=8.8Hz), 8.04 (IH, 
d. J=1.7Hz). 8.17 (IH, t, J=9.3Hz), 8.35 (IH, d, J=9.0Hz). 8.63 (IH, 
d. J=17.3Hz), 8.87 (IH. d. J=2.2Hz). 

Mf^.: mx: (ifea{b^i«:g^®gx5^;i.-i*yyptf;i/x— r;i/) 

mmm2 9 9 

20 2-7;u:to-4-(3-pt5";i/::^h:^'»-N-[8-;)<^;i/-3-(i-trD>j v?-;i/pc^ 



nmm9 SUmc 4-ya^-N-[8-;;^^;i/-3-(l-fcfDiJ v-;i';)<5^;W-7-=|^ / 
'H-NMR (CDC 1,) 6: 0.98 (6H. d. J=6.6Hz). 1.71 (2H, q, J=6.8Hz), 1.80 
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(4H, m), 1.84 (IH. m), 2.55 (4H, m), 2.81 (3H, s), 3.80 {2H, s), 4.05 
(2H, I, J=6.6Hz). 6.70 (IH. dd, 1=14.7, 2.4Hz). 6.84 (IH, dd, J=8.8, 
2.4Hz), 7.68 (IH, d, J=8.8Hz), 8.04 (IH. d, J=2.2Hz), 8.17 (IH, I, 
I=9.2Hz). 8.35 (IH. d. J=9.0Hz). 8.63 (IH. d. J=16.9Hz.), 8.87 (IH, d, 
5 J=2.0Hz). 

mi^.: i3it: (^Mm:@^^x5";i.-i'yyDtr;i'X-x>'P) 
" ^m\3 0 0" " ■ 

2- 7 JU^ D -4- (4- P ^ h + v) -N- [8- 5';W-3- (1 - tT □ 'J v -;|/ ^ ^ 

)V) -7-+ / u - ;H < >X7 a K 



Mmm 9 3 "e^#fc 4- y □ ^ -n- is-^^ji-z- (i - tf □ u ^jv) -i-^ j 

'H-NMR (CDCI3) 6: 1.81 (4H, m), 1.98 (4H, m). 2.56 (4H. m). 2.82 (3H. 
15 s), 3.80 (2H, s), 4.09 (2H, m), 4.47 (IH, t, J=5.6Hz), 4.62 (IH, t, 
J=4.8Hz), 6.71 (IH, dd. J=14.7, 2.4Hz), 6.85 (IH. dd, J=8.9, 2.3Hz). 
7.69 (IH, d. J=8.8Hz), 8.05 (IH, d. J=2.2Hz). 8.19 (IH, t, J=9.4Hz), 
8.36 (IH, d, J=9.3Hz), 8.64 (IH. d. J=17. IHz). 8.88 (IH, d, J=2.0Hz). 

a^: HOt: (i^a«iK:i^Bgx5^;u-rv:/Dfcf;ux-x;u) 

20 %'m\ 3 0 1 

4- (2- X h 4^ v X h v') -2- 7 □ -N- [8- p< ^ ;i/-3- ( 1 - tr □ U v' x;i/ 5" 



%W\ 9 3 T^^tL 4-y □ ^-N- [8-p^^;U-3- (1- tf D U =y-y\,^J-)Vi -1-^ J 



10 
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'H-NMR (CDCI3) 6: 1.27 (3H, t, J=7.0Hz), 1.81 (4H. m), 2.56 (4H, m), 
2.82 (3H. s), 3.62 (2H, q. J=7.0Hz), 3.80 (2H, s), 3.83 (2H, m), 4.20 
(2H, m). 6.76 (IH, dd, J=14.2, 2.2Hz), 6.89 (IH, dd, J=8.9. 2.6Hz). 7.69 
(IH. d. J=8.8Hz), 8.05 (IH, d, J=2.2Hz), 8.18 (IH, m), 8.36 (IH, d, 
5 J=8.8Hz), 8.64 (IH, d, J=16.6Hz), 8.88 (IH, d, J=2.4Hz). 

mmmz 02 - - - . _ 

N- [8-;^ ^}V-Z- (1 - hf O 'J -X - -7-^ / U -4- i2-:t^V -2- 7 



10 

9 3 T^lfc 4-7' □ ^-N- CS- ^ ^)V-Z- (1 - tf □ U i^-JP ^ -1-^ J 

'H-NMR (CDCI3) (5: 1.81 (4H, m)-. 2.55 (4H. m). 2.79 (3H, s). 3.80 (2H. 
15 s). 4.39 (2H, s). 7.42 (2H. d, J=8.6Hz,), 7.48 (2H, m), 7.58 (IH, m), 
7.68 (IH, d. J=9.0Hz), 7.91 (3H. m), 8.02 (3H, m), 8.22 (IH, d. J=9.0Hz), 
8.87 (IH, d, J=2.2Hz). 

l!!!,'*^: 187'C (i^a«(^ : rax^;|/-< V7°D tf;PX-x;i') 

nms 0 3 

20 N-[8-p^5^;u-3-(i-eD'J>'x;i.^5^,;i/)-7-^/ •Jx;u]-4-(2-;r^rV::^5^ 



"^WS^ 9 3 T't#fc 4-y □ t-N- [8-^ 5^;i/-3- (1 - e P U VzL)V:^=f-)V) -1-^ J 

25 if^;i<»:(c«kt), mm,\^'^m^%n.. 
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'H-NMR (CDCI3) 6 : 1.07 (3H, t. J=7.3Hz). 1.80 (4H. m). 2.55 (6H, m). 

2.80 (3H, s). 3.79 (2H, s). 3.80 (2H. s), 7.35 (2H, d, J=8.1Hz), 7.69 

(IH, d, J=8.8Hz). 7.91 (3H, d. 1=8. iHz), 8.05 (IH. d, 1=2. 2Hz). 8.22 

(IH. d. J=9.0Hz). 8.88 (IH, d. J=2.2Hz). 

5 M: I57t: (i^^^bW : Sfmx5";i/-<yyptf;ux-T-;i') 

^mm 3 0 4 

N-[8-pt^;p-3-(r-t!o u v-;i/pt^;p)-7-4y 0 -;W-4-^>^ y -r^u^^ 




0 



10 mmms 3X'mz4-zfu^-n-[i-^^)i-z-{i-}dnvz^~)V^^M-7-^y 

'H-NMR (CDClj) 6: 0.97 (3H, 1, J=7.3Hz). 1.42 (2H. m). 1.74 (2H, m). 

1,81 (4H, m), 2.56 (4H, m), 2.81 (3H, s), 3.01 (2H, m), 3.80 (2H, s), 

15 7.70 (IH, d, J=8.8Hz). 8.05 (6H, m). 8.18 (IH, d, ]=8.8Hz), 8.88 (IH, 
d. J=2.2Hz). 

3 0 5 

4-^^it y < ;i'-N- [8- ^ 5";u-3- (1 - tf □ u ->*-;p -7-4^ y u - ;n ^ 
20 >X7aH 




o 



mmm9 sx-mtc 4-yp^-N-[8-^^;u-3-(i-eou v-;i';<5^ji<')-7-+y 
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'H-NMR (CDCI3) 6 : 0.93 (3H, m), 1.39 (4H. m), 1.82 (6H, m), 2.57 (4H, 
m), 2.82 (3H, s), 3.02 (2H, t, J=7.5Hz), 3.82 (2H, s), 7.72 (IH, d, 
1=9. 2Hz), 8.02 (IH. d. J=2.2Hz), 8.09 (5H, m), 8.19 (IH, d. J=8.8Hz), 
8.91 (IH, d, J=2.2Hz). 

^mm 3 0 6 

N-[8-^5^;U-3-(l-hrD U 'J n;H-4-(2-;}-+ V'^>5F 



10 mmm9 SUmtcA-y^a^-H-ii-y^^Jl-Z-H-ifnOi^-JV^^M-l-^/ 

'H-NMR (CDCI3) 6 : 0.91 (3H. I, J=7.5Hz), 1.63 (2H, m), 1.81 (4H, m), 
2.48 (2H, t. J=7.2Hz), 2.57 (4H. m), 2.81 (3H, s), 3.79 (2H. s). 3.82 
15 (2H, s), 7.36 (2H, d, J=8.3Hz), 7.70 (IH, d, J=9.0Hz), 7.91 (3H, m), 
8.06 (IH. d, J=2.0Hz), 8.23 (IH, d, J=8.6Hz). 8.89 (IH, d, J=2.2Hz). 
M.^ : 1 39-1 40t: m^itmU : B^^X^jU-^ V □ \d)UJL-^)V) 

mmm so? 

4- ( y ^ U ;i/ 7 5 y ) -N- [8- 5" ;i/-3- ( 1 - tr P ij 5" ;|/) -7- =lr yj - 

20 M^>X7^V 



mmm 9 s-cmz 4-yo^-N-[8-^5";i/-3-(i-tfP U vx;u>t5';W-7-4^y 

25 'H-NMR (CDCI3) 6: 1.03 (3H. I. J=7.3Hz). 1.80 (6H. m), 2.39 (2H. I, 





H 
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J=7.5Hz), 2.57 (4H, m). 2.81 (3H, s), 3.81 (2H. s). 7.31 (IH, s), 7.72 

(3H, m), 7.93 (3H. m). 8.05 (IH, d, J=2.0Hz), 8.21 (IH, d. J=8.8Hz), 
8.88 (IH. d, J=2.0Hz). 

5 ^mm 3 0 8 

N- [8- (1 - (f □ u -7-+ y u -m -4- >^ y ;p7 




nmn 9 3 Ttf/c 4-7* □ ^ -N- [8-^ 9";i/-3- (I- tr □ u ^ -i-^ / 

'H-NMR (CDCI3) 6: 0.97 (3H, t, J=7.2Hz). 1.44 (2H, m) 1.73 (2H, m), 

1.81 (4H, m), 2.41 (2H, m). 2.57 (4H, m), 2.81 (3H. s), 3.81 (2H, s), 

7.30 (IH, s), 7.69 (3H, m), 7.92 (3H, m), 8.05 (IH, d, J=2.2Hz), 8.21 
15 (IH, d, J=8.8Hz), 8.88 (IH, d, J=2.4Hz). 

it.^: 206-207t: i^Miimm : TOx^^jiz-r y tf;ux-x;u) 
mmm 309 

N-[8-pC5^;i,-3-(l-hrD U v-;i/p^5^;U)-7-=t^y V=i)l]-4-(2-^^V^^>' 




mmm 9 3 Trntc 4-7* □ ^:-n- [^-^^jv-z- (i - tf d u - -7-^ / 

'H-NMR (CDCI,) d: 0.89 (3H, I, J=7.3Hz). 1.30 (2H. m). 1.57 (2H. m). 
25 1.81 (4H. m). 2.50 (2H. t, J=7.3Hz), 2.57 (4H, m), 2.81 (3H. s). 3.79 
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(2H. s). 3.81 (2H, s), 7.35 (2H, d. J=8.3Hz). 7.70 (IH, d. J=9.0Hz), 
7.92 (3H, m). 8.05 (IH, d. J=2.2Hz), 8.22 (IH, d. J=8.8Hz). 8.88 (IH, 



m.^.: 156t: g^i?x5^;u-rvypif;ux-x;i.) 

5 ^mm 3 10 

N- [8- ^ If □ 'J V - ;upt -1-^ J u - ;u] -4- [ ( y o \i)\^7. ;u 



%%m 9 3 Tttfc 4- t -N- [8-;< 5^;i/-3- (1- bf □ u / 5^;^ -7-^ y 

'H-NMR (CDClj) 5: 1.07 (3H, t, J=7.5Hz). 1.88 (6H. m), 2.57 (4H, m). 
2.82 (3H, s), 2.86 (2H. m). 3.82 (2H, s), 4.30 (2H. s), 7.58 (2H, d. 
J=8.4Hz). 7.71 (IH, d, J=8.8Hz), 8.00 (3H, m), 8.07 (IH, d. J=2.2Hz). 
15 8.19 (IH, d, J=8.8Hz), 8.90 (IH. d, J=2.2Hz). 

m^: i9i"C (i^^«j^ : Mx5^;i.-^yyptf;ux-x;u) 



%mm 3 1 1 

4- \.U=^-)\/7.)\/it^-Z.)V) ^)V\ -N- [8-^ 5^;i/-3- (1 - 1! P U vx;|/ ^ ^)Vi -7- 



9 3 -^mtz. 4-y D t-N- [8-p^ ^;u-3- (I - tf P u vx;i. / -7-:^^ y 

'H-NMR (CDCIj) (5: 0.95 (3H. t, J=7.3Hz). 1.46 (2H. m). 1.83 (6H. m), 
25 2.56 (4H. m), 2.82 (3H, s), 2.89 (2H, m), 3.82 (2H. s), 4.31 (2H, s), 
7.59 (2H, d, J=8.4Hz), 7.72 (IH, d, J=9.2Hz.), 8.00 (SH, m), 8.07 (IH, 



d, 1=2. 2Hz). 




20 
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d, J=2.2H2), 8.20 (IH, d. J=8.8Hz), 8.91 (IH, d, J=2.2Hz). 

mmms 1 2 

3' - (-r 7 T'^ 'J ^PT 5 y ) -N- [8- ^ ^;i/-3- (1- tf □ U V - ;u p< -7-:^^ y 
5 U::i;H-l,l'-f7x-;U-4-;^;l'7}^4^1f$ h* 




mmm9 sxntc 4-:/p^r-N-[8-^5";i/-3-(i-hrp U v'z:;!./^';^-?-:^^/ 

'H-NMR (CDCI3) 5: 1.28 (6H. d, J=6.9Hz). 1.82 (4H, m), 2.57 (5H. m), 
2.84 (3H, s). 3.82 (2H, s), 7.33 (IH. s), 7.39 (IH, m), 7.43 (IH, I, 
J=7.6Hz). 7.51 (IH, ddd, J=7.8. 1.9, 1.7Hz), 7.74 (3H, m), 7.95 (IH. 
s). 8.01 (3H, id). 8.08 (IH, d, J=2.2Hz), 8.24 (IH. d, J=8.8Hz), 8.91 
(IH, d. J=2.2Hz). 

m^: 152-155'C (i^Slk^ii : i^|gX^JU-< y ^ □ e^L-x-^;!^) 

"^mm 3 1 3 

4- (2- X □ 7°a tf ;u-2-:t ^ y x^;i/) -n- ^)V-z- (1 - tf □ u ^ 




MMM 9 3 T^lfc 4- y □ t-N- [8->< 5';i/-3- (1 - tf □ U ^ J-M -7-+ y 

'H-NMR (DMSO-dj) 5: 0.89 (4H. m), 1.88 (4H. m), 2.02 (IH, m), 2.66 (4H. 
ID), 2.69 (3H. s). 3.57 (2H, s), 4.02 (2H. s), 7.39 (2H, dd, J=8.3, 1.7Hz), 
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7.73 (IH. d, J=9.0Hz). 7.91 (IH. d. J=8.6Hz). 7.99 (2H. dd, J=8.6, 2.2Hz), 

8.65 (IH. m), 9.09 (IH. m). 10.29 (IH, s). 

M.^: 200-201*C (U^imm:mf&:L^)l-^vyu\fJV:L-y^)V) 

nmm 3 1 4 

5 N-[8-^5";i/-3-(i-tr^'J>?-;i.p^5";i.)-7-=^^y U:i;H-4-(2-;t-=t^y^>5^ 



5 0 -e^§ e> tifc 8-^ ^;i/-3- (1 - u ^ ^ jv) -7-^ ^;U7 

10 'H-NMR (CDCl,) 6: 0.91 (3H. t. J=7.5Hz). 1.45 (2H, m), 1.61 (6H. in). 
2.45 (4H. m). 2.48 (2H. t, J=7.3Hz), 2.81 (3H. s). 3.66 (2H. s), 3.79 
(2H. s), 7.35 (2H. d. J=8.3Hz). 7.70 (IH. d. J=8.8Hz), 7.92 (2H. dt. 
J=8.4. l.9Hz). 7.96 (IH. s). 8.02 (IH. d. J=2.2Hz). 8.22 (IH, d. J=9.0Hz). 
8.88 (IH, d, J=2.0Hz). 

nmm 3 1 5 

N- [3- (1 - 7 if /\° :::>il/ ^ -8- ^ 5";U-7- yj -4- {2-t^V^>^ 



20 ##«fiJ5 iTt#e)nfc3-(i-7-tf/m;i/p^5^;u)-8-/5';i'-7-4^y U:n;i/7^ 

'H-NMR (CDC!,) 6: 0.91 (3H, t. J=7.5Hz). 1.63 (lOH. m). 2.48 (2H. I. 
J=7.3Hz). 2.65 (4H, m). 2.81 (3H, s). 3.79 (2H, s). 3.82 (2H, s), 7.35 
(2H. d. J=8.3Hz). 7.70 (IH. d. J=8.8Hz). 7.91 (2H. m). 7.96 (IH. s). 
25 8.02 (IH. d. J=2.0Hz). 8.20 (IH. d, J=8.8Hz), 8.92 (IH. d. J=2.2Hz). 
fit^: 1 36-1 37t: i^^itmm : mMx^JV-^ y y □ \d}VJi-y-)V) 
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mmm 3 1 6 



5 mmms 3T#rc4-yDt-N-[8-^^;i/-3-(l-t:PU>'-;i/^5=-;l')-7-+y 

'H-NMR (CDClj) 6: 1.15 (6H, d. J=6.8Hz). 1.81 (4H, m). 2.57 (4H, m), 
2.77 (IH, m), 2.80 (3H, s), 3.81 (2H, s), 3.85 (2H. s), 7.34 (2H, d. 
10 J=8.3Hz). 7.69 (IH, d, J=8.8Hz), 7.91 (2H, dt, J=8.4, 1.9Hz), 7.97 (IH, 
s). 8.05 (IH. d, J=2.2Hz), 8.21 (IH, d, J=9.0Hz), 8.88 (IH, d, J=2.2Hz). 

mak: 146-147'c iB^imm : mm^^jv-^ VXd MX-t-M 
^mm 3 1 7 

4-(4-^ 5^;i'-2-:t+ V ^ >5^;i/)-N-[8- >C 5^;u-3-(i- 1! □ U >^n;U^ ^ 
15 M -7-+ y >J ~M ^>X7S. K 



mmm 9 3 r-mtz 4-yD^-N-[8-^5";i/-3-(i-t: o u 

20 'H-NMR (CDCij) 6: 0.91 (6H, d, J=6.6Hz), 1.81 (4H. m). 2.17 (IH, m), 

2.38 (2H, d, J=6.8Hz), 2.57 (4H, m), 2.80 (3H, s), 3.77 (2H, s). 3.81 

(2H. s), 7.34 (2H, d. J=8.3Hz). 7.69 (IH, d, J=8.8Hz), 7.91 (2H, dt, 
J=8.4, 1.9Hz), 7.98 (IH. s). 8.05 (IH, d. J-2.2Hz), 8.20 (IH, d. J=8.8Hz). 
8.88 (IH, d, J=2.2Hz). 

25 M: 153'C im^itmm:mmx^)U-^vya[f)\,j:-7'JV) 




Me - 
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mmms i s 



'H-NMR (CDCg 5: 1.00 (3H, t. J = 7.3 Hz). 1.23 (3H, d. J = 5.9 Hz). 
1.38-2.28 (9H. m), 2.40-2.60 (IH. m), 2.81 (3H. s). 2.85-3.03 (IH. m). 
10 3.38 (IH. d, J = 13.4 Hz). 4.05 (2H. t, J = 6.4 Hz), 4.20 (IB. d. J = 
13.4 Hz), 7.01 (2H. d, J = 8.8 Hz). 7.71 (IH, d, J = 8.8 Hz), 7.87-7.97 
(3H, m). 8.07 (IH. br). 8.25 (IH. d. J = 8.8 Hz). 8.89 (IH. d. J = 2. 2 
'Hz). 

: 153-156*0 (^S,«j|S£ : i^i!X5^J|.-i' V^d tf;i.x-x;W 
15 ^m^\ 3 19 

4-:/h^>'-N-{8->c5^;i,-3-[i-(i-tfoij>^z:;U)x^;i/]-7-4^>' ^}-M^ 



##^J5 9T^I^>nfc N-[3-(i-^PDX5^;|/)-8-7^5^;U-7-=^^ / Ux;i/]-4'- 
20 7;i/:tD[i.i'-fc::7xx;H-4-;^;i.jH^lJ-$ H<&fflViT, ##«aj3, 

'H-NMR (CDCl,) 6: 1.00 (3H. t. J = 7. 3 Hz), 1. 42-1. 92 (llH, m), 2. 33-2. 51 
(2H. m). 2.53-2.70 (2H. m). 2.81 (3H. s). 3.44 (IH, q, J = 6.6 Hz), 4.05 
(2H, t. J = 6.4 Hz). 7.01 (2H, d. J = 8.8 Hz), 7.70 (IH. d, J = 8.9 Hz). 




Me 



Me 
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7.85-7.98 (3H, id). 8.06 (IH. d, J = 2.2 Hz). 8.24 (IH. d. J = 8. 9 Hz). 
8.92 (IH, d, I = 2.2 Hz). 

m,^ : 136-1 39*0 m^itmm : < V:/otr;i/X-5";i.) 

mmm 320 

5 (+)-4'-7;i/:tP-N-{8-;<5';L'-3-[l-(l-tfD 'J v-;P)X5^;|/]-7-^y "J- 

;H[i.i'-k*7xzi;u]-4-;^j;i.7t?+if5 K (-)-4'-7;i/:^-p-N-{8- 
p^5^;p-3-[i-(i-fcrD u v-;i/)x5^;i/]"-7-+y u x;H [i. r- 1: 7xx 



10 ^Jfi0»j2 8 OT#e»ti:/S: 4'-7;U:tD-N-{8-p^5^;i'-3-[l-(l-lf □ 'J 

HPLC^®#:#:;^^A. iJ^'f-kMb^^tSi CHIRALCBLOJ SOmmlDXSOOminL ; 
^ilffl, ^+lJ->/X^y-;|/ = 84/16 ; mm. 60iDL/iDln : jfig, 30*0 ; UV 
15 254nin, 

5t^^MS5i-tfr^# : ;<J^A, y^izJHt^^m CHIRALCEL OJ 4.6ininIDX 
250injnL ; ^Kj+i, ^4^-ti->/X^y-;i/ = 85/15 ; g5j)i. 0.5inL/iDin ; iaS. 
30t: ; UV^IiJ, 254nin ; myti^^tH. Shodex 0R-2o 

20 (+) -4' - y D -N- {8-;pt ^;i/-3- [i- (i - 1? p u z^~)l) x^;u] -7-^ yj x 
[i.r-if7xx;u]-4-;^;i.j|?=i-U-5 K 
iU.^ : 198-20010 (f^^imm : y yp tf;i/X-x;i.) 

^^^#T'Oi;^jtB#rBl : 37.0inin 
^^i^S : >99. 9«ee 
25 : Jg^fi 470nin, ^+t)->/Xi5'y-;K85/15)^jSE-C, (+) 



Me 
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(-) -4'-y)i^D -N- {8- ^ ^;u-3- [1 - (1 - tr □ u v - ;u) jl^m -7-=\^ y u ^ 

^Vr^a^ro^mmm 48. Smin 
5 : 99. eXee 

^mm 321 

4- :^ h i/-N- {3- [ (2-'f V - tf o u >^-;U) ^ -8-p< 5^;i/-7-+ 



4 9 T# e» nfe 4-y o ^-N- [3- P D ^ -i-:A^)l-7-^y \) - 

'H-NMR (CDCI3) 6: 0.83-1.08 (9H, a), 1.42-2. 90 (16H, m), ca. 3. 1 (IH. 
. 15 br), ca.3.5 (IH, br). 4.06 (2H, I, J = 6.4 Hz), ca.4.5 (IH, br), 7.01 
(2H. d, J = 8. 8 Hz), 7.76 (IH, d, J = 9.5 Hz), 7.94 (2H. d, J = 8. 8 Hz), 
8.05 (IH. s), 8.30 OH, d, J = 9.2 Hz). 8.51 (IH, br). 8.90 (IH. d. J 
= 2.2 Hz). 

: i93-i96t: i^^imm : ^vyPAV-jU-f yyptf;i/x-x;i/) 

20 MMM 3 2 2 

(+)-4-y h ^ v-N-{3-[(2-< y -^^Jl^-i-Ea >j V- ;i/) ^ ^)V]-%-:^^)V 
-i-^j^}-M^yX7^\^ (-)-4-:/h^v-N-{3-[(2-fy:/5' 



Me 



10 




Me 
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Me 



Me 



Me 



O 



5 H P L C^)-^^# -fejHb^ttM CHIRALCEL OJ SOmmlDXSOOininL ; 

^4^1t>/X^y-;i/ - 92/8 ; SOmL/min ; US.. 30^ ; UV:^ 

His 254nin, 

Tfe^i^^. iE7fett:i>^^# : tiyl.. y^-kJlit^^m CHIRALCEL OJ 4. 6ininID 
x250iBDiL ; ^mn. ^^D->/X.^ = 95/5 : l.OmL/min ; Um. 

10 sot: : UVi^m, 254nin ; ^yt\i^lii. Shodex OR-2. 

(+)-4-yh+->-N-{3-[(2-ry7*5^>)i^-i-tfP u>?-;u)^5';p]-8-pC5^;i. 
m,^ : i28-i30t: (i^B^fbM : ^ V7'D e;i/x-x;i/) 

15 6^¥r^if^X(D^mmm : 20. 7iBi n 
^^mm : 99. 9!i;ee 

Jl^ttt : as 470nm. ^^^it>/Xi57y-;K95/5)MT\ (+) 

(-) -4-y h ^ >'-N- {3- [ (2-f y e p u vx;u) p< ^;i/]-8-/ 

20 -7-+y Ux;n^>X75 h* 

gtj^ : i28-i3ot: m^itmt^ : < v 7'p e;ux-x;u) 

^J-tff^^si^TCD^feJtBtP^ : 25.0inin 
^^MS : 99. SXee 

uyt^-.^mmnm. ^^^>/jL^y'-)um/b)mm-v. (-) 

25 IISS^J 3 2 3 

4-(>/i^P7'P hf;P^ h^'»-N-{8-^5^;U-3-[l-(l-trP 'J vx;i/)X^ 
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Me 




5 9 T-# ntz N- [3- (1 -^:7 □ ax^M -8-7^ 5^;i'-7-^ y U ~JU] -4' - 

'H-NMR (CDCIj) 6 : 0.34-0.45 (2H. m), 0.63-0.76 (2H. m). 1. 20-1.43 (IH, 
m), 1.51 (3H, d, J = 6.6 Hz), 1.60-1.90 (4H. m). 2.35-2.50 (2H, m). 
2.53-2.70 (2H, m), 2.81 (3H, s). 3.44 (IH. q. J = 6.6 Hz). 3.89 (2H, 
d, J = 7. 0 Hz) , 7. 01 (2H. d, J = 8. 9 Hz) , 7. 70 (IH, d, J = 7. 7 Hz) , 7. 85-7. 98 
10 (3H, m), 8.06 (IH, d, I = 2.2 Hz), 8.24 (IH, d, J = 8.9 Hz), 8.92 (IH, 
d, J = 2.2 Hz). 

MA}^ : 162-1641:: d^^imU : -f yyDtf;Ux— rJU) 

mi&m 3 2 4 

N- {8-p^ [1 - (1 - tr □ 'J V - ;i/) -7-+ y u -4- (2-^+ y y 

15 ^)V)^>X7^\^ 



Me 




##^J 5 9 Ttf ^> ntc N- [3- (1 □ UJL=f-)V) -8-y =f-)V-l-^ J U n jl^] -4* - 

20 'H-NMR (CDClj) 6 : 1.08 (3H. t, J = 7.3 Hz), 1.53 (3H. d, J = 6.6 Hz). 
1.60-1.92 (4H, m), 2. 35-2.74 (6H, m). 2.82 (3H. s), 3.46 (IH, q, J = 
6.6 Hz), 3.81 (2H, s), 7.38 (2H. d. J = 8.4 Hz), 7.71 (IH, d, J = 9.0 
Hz), 7.87-8.02 (3H, m), 8.08 (IH, d, J = 2.2 Hz), 8.23 (IH, d, J = 9.0 
Hz), 8.93 (IH. d. J = 2.2 Hz).. 
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M : i23-i27t: (m^imm : 'ry:/ptf;px-x;u) 

(+) -4 • - 7 □ -N- {3- [ (2-r y 1 - tf □ u - ^ 5^;!/] -g- 5^;)/ 
-7-+y U [i,r-fc*7x:i;i<']-4-;^;i/7}^:^lJ-$ K i^^zS (-)-4'-7 
5 ;u:tP-N-{3-[(2-'i'y:/5^;i/-i-tfDU v:::;p)pt^;i']-8-^5';i/-7-^y u 



Iijg^8i2 8 3Tt#?)n^ 4'-7;u;i-D-N-{3-[(2— ryy5^;p-i-trou V- 



HPLC^)'5i^f'^:;<7^A, CHIRALCEL OJ SOmmlDXSOOmmL ; 

^^^1t>/Xi57y-;U = 90/10 ; eOmL/iDin ; 30t: ; UV 

^ai> 254niii. 

Jl7t145)-*T^# : ;^ 7 A, y-f CHIRALCEL OJ 4. SmmlD 

15 X250ininL ; ^iftffi, ^=^lJ->/X^ y-Jl/ = 85/15 ; gitjg, 0. SmL/min ; 
sot: : mmm. 254nm : SI3t<4^{iJ. Shodex OR-2. 

(+) -4" - 7 □ -N- {3- [ (2-'f y :/^;i/-i - tr □ u V - ^ -8-^ 
-7-=^y 'J -M [1, 1 ' -f7xx;i/]-4-:^;i/x!^::^^-t^-^ K 
20 Sji * : 1 92-1 94t: (f^^imm : y y □ e;i/x-x;i/) 

^tffl^^-eO^JtNfPB^ : 22. Grain 
7t#MS : >99. giKee 

Myt^:^&mm. A+lJ->/x^/-;K80/20)^iiT, (+) 



Me 




Me 



25 (-) -4' -yji^^a-H- {3- [ (2-r y 7*5^;i'-i- e p U ^ -8-^5^ ;u 
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U-;H[l,r-t:7xi:;W-4-;^7;U#^-»i-5 K 
m.^. : 192-194'C iB^imm : VT'Dtf^UX-T-JU) 
^^^if^X'CD^^mm : 27.9inin 
yt^mm : 99. 7«ee 
5 : 470nin, ^+tJ->/X5'y-;K80/20)^<^-C, (-) 

3 2 6 

4' : ^ p □ _N_ (2- ^ ^;|,- 1 , 2. 3. 4-^ h ^ t H D O [b] [ 1 . 6] :^ 7 5" U S» 

-7-< [1 , 1 ' - k* 7 X - ;W -4-:<7;i.zi^+iJ- s H 



10 ^%me sx^n^ntz 2-/^;i/-i.2,3,4-xh^h HD^>7[b][i.6]:J-7 

'H-NMR (DMSO-dj) 6 2.42 (3H. s). 2.81 (2H, t. J = 6.0 Hz), 3.10 (2H, 
t, J = 6.0 Hz), 3.71 (2H. s). 7.58 (2H, d. J = 8.4 Hz), 7.81-7.95 (7H. 
15 m). 8. 12 (2H, d, J = 8. 4 Hz). 8.47 (IH, s), 10.57 (IH, s). 
FABMS(pos) 428 [M+H]+ 

m.^ : >22o t: (decomp.) : mmj^^)v-( V^U tr;px-x;i^) 

2 7 

4-yPt-2-7;U;r P-N-(2-^5^;i/-l. 2. 3, 4-x h ^ t H □'^>y [b] [1. 6]:^ 
20 7^ U v>-7-r ;U) >X7 5 K 



##^6 5-e'#e>nfc 2-^^;M,2,3,4-xh^k KD'^>l/[b] [1, 6]:h7 
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'H-NMR (DMSO-dj) 6 2.41 (3H, s). 2.78 (2H, I. J = 6.0 Hz), 3.09 (2H. 
t, J = 6.0 Hz). 3.68 (2H, s). 7.58 (IH, dd. J = 2. 1, 8. 4 Hz). 7.66-7.85 
(4H. m). 7.94 (IH. s). 8.37 (IH. s), 10.73 (IH. s). 

mmm 328 

5 4' - ^ □ P -3- 7 □ -N- (2- ;< 1 . 2. 3, 4-5^ h ^ h K P y [b] [1 . 6] 



##f!l6 5X'm^ntz 2-;<^;|/-l,2,3,4-7^K^h HP^>y[b] [1.63:^7 

10 it^m^ntz. 

'H-NMR (DMSO-de) 5 2.42 (3H. s). 2.80 (2H. t, J = 6.0 Hz). 3.09 (2H. 
t, J = 6.0 Hz). 3.70 (2H. s). 7.57 (2H. d. J = 8.7 Hz). 7.67-7.85 (7H. 
m), 7.94 (IH. s). 8.40 (IH. s). 10.72. (IH, s). 

FABMS(pos) 446 [M+HJ+ 
15 m,'^s : >220 ^(decoiDp.) (f^^jtmm : ilg?X^;i.-< V^p e^l/X-x^U) 

mmm 3 2 9 

4- k K P + '>-N- [8- ^;i/-3- (1- tr P 'J :^ ^)V) -1-^ yj ^ > 
X75 K 



20 ^M««J7ir#;^N-[8-pt5^;i/-3-(i-trpij v-;i.^5^;i/)-7-:^ j 'J -;W7-fe 

-3-(i-ep u ^^^is^^^M-i-^j u ^)\^7 ^y^mmit. LT#fc. %^ 

tMtt^Wk (l.OOg. 4. Mmmol) , 4-(i' P P;j!7Jl/A|?-;|/) 7 x J-^Lv— 
V (905ing, 4.560001) ^^XSV^)T-^)\/7 (0.865inl. 6.22inmol) 

25 h^tHP77> (20dii) mmi \^^mm.w\^fz. RmL\zjm.:^=5-)\^^tv^ 




Me 
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^- mmmm;mmx^}\^) {cj;oM©ufc. ^^nftmi^ (i.24g. 

3.07010101) <DTVy\l\^uyyy (IBml) -^^/-jU (ISml) 1 

'H-NMR (DMSO-dj) 6 1.73 (4H. m), 2.50 (4H, m). 2.63 (3H, s). 3.81 (2H. 
10 s), 6.88 (2H, d, J = 8.4 Hz), 7.58 (IH. d, J = 8. 4 Hz), 7.78 (IH, d, 
J = 8.4 Hz), 7.92 (2H, d, J = 8.4 Hz). 8.19 (IH, d, J = 1.8 Hz). 8.86 
(IH, d, J = 1.8 Hz). 9.93 (IH, s). 10.08 (IH. s). 

mmmz 3 0 

4- ( { [8- ^ ^;u-3- (1 - tr □ u ^ -i-^j u 7 5 y } * ;i/7j^r 
15 ;P) 7x-;i/ tfTf^- h 



imm 3 2 9 T# ntc 4- 1 h □ + v-n- [8-^ ^)v-z- (i - tf □ u v - 5" 

20 'H-NMR (DMSO-dg) 5 1.67 (3H, t, J = 7.5 Hz). 1.73 (4H, m), 2.50 (4H, 
m), 2.65 (5H. m), 3.81 (2H, s), 7.31 (2H, d, J = 8.7 Hz), 7.59 (IH, d, 
J = 8.4 Hz), 7.81 (IH, d, J = 8.4 Hz). 8.08 (2H, d. J = 8. 7 Hz). 8.21 
(IH, s), 8.88 (IH, s). 10.24 (IH. s). 
FABMS(pos) 418 [M+H] + 

25 : 146-147 r (^^«i« : mk:L^)V--( y tf;]/X-x;U) 

mmmz 3 1 

4-({[8-;<5';U-3-(l-trD 'J i^:z)V:^=f-}V)-l-^J 'J :=.)V]T^J }ti)\^i!^z. 
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Me 




^mms 2 9-e^le)nfc4-fc KP+5/-N-[8-^5^;u-3-(i-trD'j>^-;up^5^ 
5 \z^K>. umit^m^mco . . _ 

'H-NMR (DMSO-dj) 6 1.00 (3H, t, J = 7.5 Hz). 1.71 (6H, m), 2.50 (4H, 
m). 2.59-2. 65 (5H. m), 3.81 (2H, s). 7.30 (2H, d, J = 9.0 Hz), 7.59 (IH. 
d. J = 9.0 Hz), 7.81 (IH, d, J = 9.0 Hz). 8.09 (2H, d. J = 9.0 Hz). 8.21 
(IH, s). 8.88 (IH, s). 10.24 (IH, s). 
10 FABMS(pos) 432 [M+H]+ 

M : 156-158 t: m^itrnm : mmJi^-A-^VZfai^JVJL-v-Jl^) 

mmm 332 

5- (4- o □ 7 X - ;i/) -N- [8-^ 5^;i/-3- (1 - tf P U -Jzl)V:^^)V) -7-^ y u - 
;i/]-5-:t=^^y'^>i$'>7= K 



^SS0iJ9 3T#fc 4-7'Pt-N-[8-p<5^;i/-3-(l-trDiJ>'-;Upt5^;U)-7-^y 

'H-NMR (CDCI3) 6: 1.80 (4H. m), 2.22 (2H, m), 2.56 (6H, m), 2.73 (3H. 
20 s), 3. 14 (2H. t, J=6.71 Hz) 3.79 (2H. s), 7.42 (2H. d, J=8.55 Hz) 7.46 
(IH, s). 7.63 (IH. d, J=8.8Hz), 7.92 (2H, d. J=8.55 Hz) 8.02 (IH. d. 
J=1.95 Hz) 8.06 (IH, d, J=9.0Hz), 8.85 (IH, d, J=1.71 Hz) 
mi^: 173-174'C (^S«!« : g^Blx5^;i/-i' v:/o tf;Px-x;i.) 
3 3 3 

25 5-(4-7;i':tP7x-;|/)-N-[8->t5^;|.-3-(l-trD'J v-;i/pt5^;p)-7-+y U 



15 
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mmmssnmrz 4-:/D^-N-[8-;t5";i/-3-(i-tfDU>'-;up^5^;0-7-^y 

5 -'H-NMR (CDCij) 6 : 1.79 (4H, m), 2.23 (2H, m); 2.57 (6H. in), 2.73 (3H. 
s), 3.15 (2H, I, J=6.71 Hz) 3.78 (2H. s). 7.12 (2H. I, J=8.67 Hz) 7.48 
(IH. s), 7.64 (IH, d, J=8.8Hz), 8.03 (4H, in), 8.85 (IH, d, J=1.95 Hz) 

m,^: m-mx: (i^S^k^^«:g^Blx^;u-^y:/pifji/x-r;i.) 
10 5- (4- 7 ny x. -N- [8-pc 5^;u-3- (i - tf p U 5^;i/) -7-^ / 'J 




9 3 TWc 4-y P^:-N-[8-^5^;P-3-(l-tf □ U -y=^)\^^^M-7-^y 

15 nv^itiz^r,^ ^mit^m^nrc. 

'H-NMR (CDCI3) 6: 1.76 (2H, in), 1.88 (4H, m). 2.04 (3H, m), 2.50 (2H, 
I, J=6.7Hz), 2.67 (6H. m), 2.71 (3H, s), 3.91 (2H, s), 6.97 (2H, t, 
J=8.7Hz), 7.15 (IH. in), 7.24 (IH, s). 7.67 (IH. d. 1=8. 8Hz). 8.10 (IH. 
d, J=9. IHz), 8.16 (IH, s). 8.88 (IH. d. 1=1. 9Hz). 
20 m,^: 137-13813 (^^itmm : mmx^)V-^ V-XU tfJLX-x;!') 
3 3 5 

N- [8- ^ 5';i'-3- (1 - 1! D 'J -7-+ / U -)V\ -4- (3-:t + V ^ 5^ 
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Me. 




o 



mmm 9 3 -cmrz ^-zfa ^ -n- [s-;* ^ji-z- (1 - tr □ u ^ -7-=^ y 

5 'H-NM (CDCI3) (5: 1.82 (4H, m). 2.17 (3H, s), 2.56 (4H. m). 2.80 (3H, 
s). 2.81 (2H, t, J=7. IHz). 2.99 (2H, t, J=7.3Hz), 3.81 (2H, s), 7.34 
(2H. d. J=8.1Hz), 7.69 (IH, d, J=8.8Hz). 7.87 (2H, ddd. J=8. 2, 2.1, 1.9H2), 
7.94 (IH, s). 8.05 (IH, d, J=2.2Hz), 8.23 (IH. d, J=8.8Hz), 8.88 (IH. 
d, 1=2. 2Hz). 

10 los-iost: (m^itmm:mmji^)v-^vzfn\d)VJL-7-)i^) 

N- [8- ^ ( 1 - If p 'J >?n;i/ ^ -7-4^ yj - ;u] -4- (2-^^ y -2-x 
h^t h*a7 7>-2-<;ux5";W^>XT^ H 



15 mmm 9 3 4-y a ^:-N- [8-> 5^;i/-3- (l- tf O U z^-}V:A^)V) J 

'H-NMR (CDCI3) (5: 1.82 (4H, m), 1.94 (3H. m), 2.20 (IH, m), 2.57 (4H. 

m), 2.81 (3H, s), 3.81 (2H, s), 3.95 (4H, m), 4.42 (IH, m), 7.37 (2H, 

20 d, J=8.3Hz), 7.70 (IH, d, J=9.0Hz), 7.91 (2H, dt, J=8.4. 1.9Hz), 7.95 
(IH, s), 8.06 (IH. d. J=2.2Hz), 8.23 (IH, d, J=9.0Hz), 8.88 (IH, d, 
J=2.4Hz). 

m^: 102'c (i^a^b^iK : s^ifx^;u-'f y tr;i/x-x;p) 

mm 3 3 7 
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N- [8-;^ 5^;i/-3- (I- e □ U -7-=|r J U -M -4- (2-:^-+ y -2-x 

K ^ t H D 7 ^ >-3-f ;i/X5^;U) ^ >X7 5 K 



^J6{!«J9 3Tf#fc 4-:/D^:-N-[8-;>^5^;i/-3-(l-t°D 'J i>-)\,^^)V)-l-^ j 

'H-NMR (CDCI,) (5: 1.82 (4H, m), 2.12 (2H. m). 2.57 (4H, m). 2.82 (3H. 

s). 3.82 (2H, s), 3.85 (6H. m), 3.88 (2H, s), 7.37 (2H. d, J=8.4Hz), 

7.71 (IH, d, 1=9. 2Hz), 7.94 (2H, d, J=8.4Hz), 8.07 (IH. d. J=2.2Hz), 
10 8.23 (IH, d. J=9.2Hz), 8.90 (IH. d, J=2.2Hz). 

m^.: 142-143'C : S^®?X5^;|/-^ y tf^WX-^A) 

3 3 8 

N-{8-^5";p-3-[(4-/5^;i/e^^ v>-i--r;i') J U x 
JH-4-(2-^+y^>5^;i.)/^;>X75 K 



##^J8 7Tt#6nfe 8-;<5^;U-3-[(4-pt5^;i/tr^^e;>-l-f 

'H-NMR (CDCI,) (5: 0.91 (3H. t. J=7.3Hz). 1.61 (2H. m), 2.29 (3H, s), 
20 2.48 (2H, t, J=7.3Hz), 2.51 (8H, m). 2.81 (3H. s), 3.70 (2H. s). 3.79 
(2H, s), 7.36 (2H, d. J=8. IHz). 7.70 (IH, d, J=8.8Hz), 7.92 (2H. d, 
J=8.1Hz). 7.94 (IH. s), 8.02 (IH. d. J=2.0Hz). 8.24 (IH. d. J=9.0Hz). 
8.89 (IH, d. J=2.0Hz). 

m^: i77t: O^^Mfil :Ki?x5^;i/-^y::^Dtf;i/x-x;i.) 

25 %WS\ 3 3 9 




o 



15 
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4- y h 4^ ->-2- 7 )V:t a -N- {8- > ^;U-3- [ (4- ^ tf ^ v >- 1 p( 5^ 



'H-NMR (CDCI3) 6: 1.00 (3H. I. J=7.3Hz), 1.52 (2H, m), 1.81 (2H, m), 
2.29 (3H. s). 2.51 (8H, m). 2.82 (3H, s), 3.69 (2H. s). 4.04 (2H. t. 
J=6.5Hz), 6.71 (IH, dd, J=14.7, 2.2Hz), 6.85 (IH, dd, J=8.8. 2.4Hz). 
10 7.69 (IH. d, J=8.8Hz). 8.01 (IH, d. J=2.2Hz), 8.18 (IH. m), 8.38 (IH. 
d, J=8.8Hz), 8.65 (IH. d, J=17.6Hz), 8.88 (IH. d. J=2.2Hz). 

m,^s: 155^ im^imm:mm:L^}v-('jfa\fjix-7-)i) 

4-y h^v-N-{8-pt5^;i/-3-[(4-^5";nf^^>f>-i-r;i') p<5^;u]-7-^ y 
15 U:z;H^>X7$H 



20 'H-NMR (CDCI3) 6: 1.00 (3H, t. J=7.3Hz). 1.53 (2H, m), 1.82 (2H, m). 
2.29 (3H, s). 2.51 (8H, m). 2.81 (3H, s), 3.69 (2H. s). 4.05 (2H, t. 
J=6.5Hz), 7.00 (2H, m). 7.69 (IH, d, J=8.8Hz). 7.90 (3H, m), 8.02 (IH. 
d. J=2.2Hz), 8.26 (IH. d, J=9.0H2). 8.88 (IH, d, J=2.2Hz). 

25 3 4 1 

N- l8-pt 5^;p-3- [ (4-pt tf y >-] --r JU) ^ -7-+ y ij - M -4-^ 
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'H-NMR (CDCI3) (5: 0.91 (3H. m). 1.34 (4H. m). 1.66 (2H, m). 2.29 (3H. 
s), 2.50 (8H. m), 2.70 (2H. m), 2.81 (3H, s), 3.69 (2H. s). 7.33 (2H, 
d, J=8.6Hz). 7.70 (IH. d. J=8.8Hz), 7.87 (2H, m). 7.95 (IH, s). 8.02 
(IH. d, J=2.2Hz), 8.27 (IH. d. J=8.8Hz), 8.89 (IH, d. J=2.2Hz). 
10 Mf^s-. 128'C (,^^^km : g^^x^^U-'fyyDlf^Ux-T-;!.) 



mmm i 

( 1 ) 8 e> tltcit'^!^ 5 0 mg 

(2) h-X 3 4 mg 

(3) h'^ton'>S^tJ) 1 0. 6 mg 

(4) h'^'EDZl'ymm ((DKf'^k) 5 Dig 

(^) xf-r^jym-^^^iy^A o.4mg 

(6) tl)U^^i^;A^J\^±J\^o-7st})lz^0L, 20m 

Wr 1 2 0 mg 



1-1 hf^A* cDNA ^m^^f:: PCR mzJ:^y y h SLC-I 

cDNA (DMU 

^•;/ huae&^poiy (A) ♦RNA ii7a->^y^m ^mmtL. ^>yi,zf 
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DNA ■:f^^'^-it^s§w^aizmm-^Mmm(D^Bi-if)mm^M^ 
mffiniiQ-$n. 3' mizmmmm spe i (Dmrnt^^mnimmii-^ti^ 

5 f&J^<^mfi!c{i.cDNAM^5 /zl,-^^ DNA y^-r-7-# 0.4m M, 0.25 mMdNTPs, 

pfu (7.hy^>f->m DNA7i?'j^^-ifo.5 (ii ^^zsmmiz^mo/^y 

(/'?-:^^>x;i/-7-a) ^mirK 94^ • 60 $J>©jtal^©ft, 94t:-60^, 

eot: • 30 72'c • 150 #w-r 35 isi^OjIL. ^^{c 72t:T \o^m 

- 2 PCR M'^<D-:fy:^^ \^^i7^-^(DD-:^^n—->ifi5^u 
Jf A cDNA gB^(7)itSBB^J(D0Sg{;:J;-5iiili cDNA SejiJ©*!^ 

1 - 1 l^m^^fc PCR ^©SJ^||#I« 0. 8 %©ffiSl!,^.7^D-xy 

/-;i/atti. 7xy-;i'- ^^□□7j^;i.Ai4ai. x^5'y-;uM^fT;5:oTDNA 

€:lH]JRLfc. PCR-Script™AinpSK(f)^5/D-->^^-;/ h (Xh^iS'v->tt) 
HIiRL^ DNA h'^^^^S'-pCR-Script Amp SKO'v 

■^y^u--y^\^tzo Cin^XvxiJhT UU ( Escherichia col i ) XL-1 
Blue {7.Vy^z^-y) \Z^X\.Xll\^ntmhtz.^. cDNA }f A»rM-^itOi^ 
P->$r7>e'>U>^J;aCX-gal ^^tf LB^^^flfetfTilJ^L. SfeSrM 
■rS^0->©^$-mLfcO^^i^<&fflViT:9^giL. E. coli 

XL-1 Blue/^'> h SLC-1 ^%fz. P->^7 > e-> U >^'&tf LB 

^T-M«L. QlAprepS mini prep (=^7y>41:) Srffl^^Ty^X^ H DNA 

l2?'J<^^^©feJ60Sl&tt DyeDeoxy Terninator Cycle Sequence Kit in— 
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SLC-I ^yn^n mmm^: Z) S:n-HT§ cDNAE^J (Lakaye, B. et 
al. BiochiiD. Biophys. Acta. Vol. HOI, pp. 216-220 (1998), accession 

No. AF08650) 0 5' fflijicsai \ mmmifim\^\^. 3* m\Z%Dt\mmiM1)^ 

5 1-3 ^ h SLC-1 CHO mm(D^U 

mmm 1 - 2 x^mmmm^tifcyy hm^^<D slc-i (D^^j^yjsm 

coli (7)^ □->«}: D Plasmid Midi Kit (+7y>tt) ?£:fflV^Ty^X5 

10 mmL. mmmmsai i:jDci:^spe \ rmmbx^ y-^-h^^^^otav 

etm^ff^^oTlHlJRbfc. c:©-r>+>--h DNASrSal l*5j;j;Spe I T^6^ 
trddtlSBflg^^Kffl'^^^-y^X^ K pAKKO-lllH (Hinuma. S. et al. 
15 Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)|2«^© pAKKOl. IIH 

-i^-'yay^nt^^K mB^^my'yT.^ H pAKKO- SLC-1 ^m^vtc. 

pAKKO- SlC-l Xmn^^LfzE^ coH DH5(h-3-xH-)$:lg*^,Plasinid 
Midi Kit(+7y*>tt) ^^ffll^T pAKKO- SLC-1 (DZfyT.^ K DNA 
20 C:n^ CellPhect TransfectionKit (7V A7 tJI''^ v7A*'r:tx^tt) 

<&fflvi^#©yn h=i;nrt»£oT CHO mi-mmzmxLtio lo © dna 
^^)ymts)V'y':jht<D^tmm^tL. i^mfi\m\z^x lo'^^f^i x io» 

fflCDCHO dhfrm^fliaLfc 10 cm x-^-- HC^.inL/co 10%'^->Ji&iSM 

SLC-1 f831CHOlffljiaT*SJ^IItejiSBJaoiiP--56 ^P->$a^Lfc. 
##^»J 1 - 4 h SLC-1 U-fey^-gfiff iDRNA©^^fi©«l.iCHO/ 

SLC-1 Sgil§l5|c©Sif^ 
##«»J 1 -ZXmtLtntc CHO/ SLC-1 ^ 56 □->(^)i^S^-y h SLC-1 
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1^11^5'— MeKmRNAO^Sga^&CytostarT Plate {7-^=y\ 7 JS^'^'y 

CHO/ SLC-1 W.(D^i7 0->* Cylostar T Plate 0^ wel I .\Z 2. 5 x Wmt 

5 well ICO.25% TritonX-100 ^^jtlPLT«(7)@ig14^&a5tffc^. 

bfci£^J#^: 5©riboprobe$:j!jDA.T/Wyji5^-1'X$-a-;^c. 20 mg/ml © 
RNaseA Sr^'well tJaATjSSI© riboprobe ^t^bt.:/!/- h^«J:<iJfe?^L 
fc^. A-f yu ^-f Xbfc riboprobe ®ir!(Wett$: Topcounter TSU^Lfc. 

10 #{C^D->#^44 $:±{Cffl(.ifc. 

1-5 h h SLC-1 cDNA ^^-^try^XS K0#^ 
t hll&iBflg*^ cDNA library (SUPERSCRIPT™ cDNA Library;GlBCOBRL th) 
Genetrapper cDNA positive selection system (GIBCOBRL tt)<7)T~:iT 
MzUz>X . V7-V Fl X>H:5l^lx7— If^ffltiT. DNA nick ;£Atl 

15 ^c^,xvxUt7 3i'j -x-^vy^^vy-M xwxm^'t^z.txzii^. 

1 h5&WMS*cDNA library ^PML^Co 

Kolakowski Jr. (Kolakowski Jr., et al (1996) FEES Lett. Vol. 398. 
pp. 253-258) ®$g^tC«O^ViTf^S!LfcSE^iJ#^ : 6 (^^^rt'J rf^ 

(access ion No. U71092 O 1434-1451 ICffi^)© 3'*^H biot in-H-dCTP 
20 Terminal Deoxynucleotidyl Transferase SrfflViT#llPU. biotin 'fb::^U 

1 *fik MifeiBiJ** cDNA library gS^CT' 1 :5>^jaLfc^, >X± 

Tili^L, biolin<b^'Jifp^^I/:t5^K 20 ng $:JPA^ 37t:T' 1 P^FbI ^# 
A-r yj i$^-r -if- V 3 >A' «:/ 7 7 -T A'f :/ 'J 3!^^ X Lfc. 7. h ^ h 7 1* 
25 v>t'— X$:JDA» MAGNA-SBP Magnetic Particle Separator (GIBCOBRLtt) 
^ffltiT, biotin<t:t'jrf7^U:t^K{CA'ryiJ:$^'rXbfeI 2|5:^k hlfr 
iSIEj** cDNA Sr^SIL, Kolakowski Jr. ^©^fe (Kolakowski Jr., et al 
(1996) FEBSLett. Vol. 398. pp. 253-258) fC«C?ViTf^^ L/tiBy"i#^ : 
7©-&fig:^-U3f:??^l/:t^H (accession No. U71092 © 101 1-1028 (d+g^) 
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50ng ^fy^-7-\ZbT'^-zL7MZ^^^Tmmm^^^L. 2 ^m^^X 

mm 1-6 MLfc t h SLC-1 cDNA ^^Cr7°^X5 K©:^Sga3^J(7)^^ 
- ST-tf^tDty^X^ H$r ELECTROMAX™DH10B™Cells {IXk^^ 

DHl OB/hSLC-1 ^flfco © ^ O - > $ 7 > e V U > Sr^tr LB ^^^ST-B^fe« 
QIA prep8 mini prep (+7y>a)S:fflliTy'7X$ H DNA $-*S^L 
10 fzo M&^n^^OTzibiDKJt^it. DyeDeoxy Terminator Cycle Sequence Kit 

m^Ltzo ^(D^M. mmmn: s^zT^rmmiDm^nrz, ^z\z%i^nrz 

mmmmi}^n-\i-r^7^jmmm (SB^JM: 9) lakave e>cD$g^ 
(Lakaye, B. et al. (1998) Biocheio. Biophys. Acta, vol. 1401, pp. 216-220) 
{CfetiT. h h SLC-1 (D^m^^tShhm^W DNA SB^J (accession 
number :Z86090) ^ht\ZLX^y h SLC-1 ^^ibrnm^tltzmmtLxm^^ 

nxvifct h SLC-1 7s ym65jiji(w<j:^T430. m^mm(D^^iz 69 r 

64 75y^±fiitlCM$&=l H>T*S ATG iiUMk ±XWtE'r ^ Z tt:^L 

Escherichia coli DHlOB/phSLCILB ^ I FOfC^SeLfc. 
mmi- 7 t Mlfejeiieift5l5cDNA^£ffllifcPCR^{C:J:5b h SLC-lcDNA05 

v->h^>;/7'fe{Cj;0^D-->if$nfct h SLC-1 DNAE^JSr^tf 
7'^X5 K^r^^chL, E^J#^: 1 0:feiJJfl 1 ©^fig DNA y^-^T-i 
ffi?iJ#^: 1 2*3c};y^ l 3 0^^DNA y^<T-<&fflViTPCRfe{Cj;5iiiti 
<&^n-e*nfT?5:o^. i3#©ii'liDNA*k h SLC-l(S)«i:. ^#0[)lii(gDN 
A«:t h SLC-1 (Dt^^SLfc. "^fiKDNA y^'TT-^S^^cMdHaiR^n 

mmm sai i (Dm^t^mm^m^mm-^n. ^tz 3' fiyic$ijK»^ spe i 
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wimmomwi^m^maLrzo th sic-]{s)mm<DR]>s:^m<Dm^it, th 

SLC-l DNA^n^^iSZ^yT.^ ^fl,-&fi)cDNAy^-rv-#0.4wM. 
0.2 mM dNTPs. pfuDNA 'J p< ^-if 0. 5 w 1 ^=fcOT^(3#M<Z);\*^;/ 7 7- 

(/1-^>x;i/-7-a) 94t: • 60 ^JxDiPf^®^, 94*0 -eo^, 57*0 • 

60'fj?/72'C • 150 t!>©-ti--1'>7;U$: 25 SIlbjiL/ft^Jc: 72t: • lO^^UV 
tzo ^fz. k h SLC-l (WmmOKmt^omsSi^t. t h SLC-1 DNAiB^ySr-^ 
try^X5 KMS5 Ml, -^figDNA y^<V-^0.4wM> 0. 2 mM dNTPs, pfuDNA 

10 U ^ ^— fe* 0. 5 M 1 *5<i:tX^m{c#Jl(Dnu/ 7 ^.M;Sfi« 50 u I 

^fflVi, 94^ • 60#©M©^. 94t: • 60 g?, BOX: • 60 72t: • 

-fi7)i^ 25 mm^ML. mmz izx: • lo ^^ultzo mmM<\^<Dvitmit. 

15 Ofto 

PCR j^tlCOy^XS H^^iS'— .(D1ty^D-X>i/i5J:af 
}f A cDNA gB^(DiSSi2^J©^M{3<fc-5>ti'|)S cDNA Mmcomm 

<&lHlJRLfc. PCR-Scrlpl™AinpSKC)^P-x>i/=<^';/ h Uh^^v->*l:) 
(sIJRLfc DNA H'^^^-pCR-Script Amp SKO'^ 

-t*-7'^D-X>^Ljto iin^Xv-xUtJ nU ( Escherichia col i ) DH5 
acompetenl cell (h-3-7}^-) {w^ALTJ^M^^^Lfc^, cDNAifARfr 
25 jtSJtO^P->Sr7>e'>'J>*5«fcr/X-gal ^r-^OLBS^ci^^fJ^TiiJ^L, 
afeS:Mf §d7D->©i^S:ilSML^cO^#ft<£ffl^iT5)-illL, kh SLC-l 
(S) (Dl^nmkW JL con DH5 a/hSLC-1 (S) 1 1 h SLC-l (L) (D^W^m^ 
coli DH5 a/hSLC-1 (L) <@>«?©i^D->S7>tr->"J y^^iS LB M 

T--%^«L. QIA prep8 mini prep (+7y>tt) ^rffl^iT^^Xa H DNA 
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iB^JO^^Ofc«e>©Sf&« DyeDeoxy Terminator Cycle Sequence Kit (/I— 

^ : 1 4) h^ZSh h SLC-1 Jte^^l^"^<i:L.TBB^J## : I'alfecfctJJl 3 
(D'&^DNA ::/'7'rT-T-*ii|S$n'5'^#DNAiB3?iJ (IE^J##: 1 5) 

10 1-9 t h SLC-1 (S) CHO J;l>'t h SLC-1 (L) CHO 

m^m 1 - 8rmmi)mm^nrc\i h slc-i (s) t h slc-i (da^^a^ 

n^y^XS H(Cj;oTJ^Mfeji$nfc E. coli (D^a->J^r) Plasmid 
Midi Kit (:^^7y>a) ^ffll^^T^^XS HSriHSU. ©MSf^ Sal I *5J: 

15 t;^ spe I -e^iif LT-f >it- h^^^m o tti ufc. ^ >-y— h dna nm^^^c 
z.(D^ >D— h DNA Sal 1 *5j;?>'spe 1 xmrnLtzmmmm^^m^^ ^ 

— H pAKKO-niH (Hinuma. S. et at. Biochim. Biophys. Acta, Vol. 
20 1219, pp. 251-259 (1994)^^(7) pAKKOI. 1 IH i:|pl-(7)^^' ^-^^XS K) 

tiDA, lAy^y-x (^mm) ^m^xy^y-i^3>^m<si^\ s&m 

i^ffl^^XS K pAKKO-hSLC-1 (S) t pAKKO-hSLC-1 (L) ^mmLfzo 

pAKKO-hSLC-1 (S)*5cktXpAKK0-hSLC-l (L)T'f^gfej^Lxfc E. coli DH5a ( h 
-3-3}^-) ^mmWi. Plasmid Midi Kit (^7y>tt) €rfflt.iT 
25 pAKKO-hSLC-1 (S) t pAKKO-hSLC-1 (L) ©^77. $ H DNA ^PSiLfc. dtl^ 
CellPhect Transfection Kit (7Ti>-\'A77;U"7v7AW ^x^^h) i&ffl 
li^#©yo h3;H3t2eoT CHO ihf rmmzmXVtzc 10 Mg ® DNA S:U 
>BI;<j;i/v':7A<i:©*j5fcM^<i:L. 24 B^rBliHd 5 x lO'^fettl x 10*<B© 
CHO dhfr-iSaiiaSrMLfc 10 cm Kl^iDL^Co 10%>j7->fl6j,BjfamS:-^ 
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sLc-1 (s) m^'f-mxmmmr$>^j^m^&mmm<on P--56 ^ p->*5J: 
IS. th sLc-i (L) m^Tmx cHo mmrh^mm^^mm(onu--6i ^ 
5 u-y^mm^tL. 

1-10 t h SLC-l (S)*3J;a^t h SLC-1 (L) mRNA 0f|^M©il5tia 

1 - 9 Ti^i^n^ CHO/hSLC-1 (S) I* 56 ^0->*5j;UC 
CHO/hSLC-1 (L) ^61 ;^ □->© mRNA ©^JgMS- Cytostar T Plate (7*7 

cfc^{CSiJ^L^Co CH0/hSLC-l(S)^43cttX CH0/hSLC-1(L) ^©^^□->& 
Cytostar T Plate 0# wel 2. 5 x lO^^T^MatT 24 NfTOHUfc^. 
10%7j^;|/TU>JCd;oTaajia$@5tbfc. ^welUCO.25% TrltonX-lOO* 
^*DLTJ9BI!a(^Siait&*tffc^,«S =y^)\^\y1tmm^\ 1 e© riboprobe 
15 ^^AP^TA-f :^Uy'f X$-frfc. 20 mg/ml ©RNaseA ^^well {cSoATiilli 
0 riboprobe h ^^J; < ^5fe^Lfc^. A-T :/U y-l'XLfc 

riboprobe (DWiM^'&L^ Topcounter T'SiJ5£bfc» ;fe!{Wf£'t4cDiil.it5^^^ mRNA 
mRNA i!Sa©«Vi7i^P->04^;{)ie>, #lI^P->#-^ 

57 Sr^fCfflt/ifc, 

20 

^®^««ii fi^s^^b'&i^© GTPrs n^yi'^iy^Tv'^^-^m^^itjy^zi 

- 1 OT'#e>nfct: h SLC-l fg^CH0mi^P->57*3cbtJ^## 
^Jl -4T^#e>tl/i^^> h SLC-l ^Ji CH0«i^P->44 ^ffltiT, U^T© 
25 :^j*tCj:Ol^ia^*i^SIUAco 5 mMEDTA(X^k>i;75>Ea»gg)*^J)Dt 
rcU >®!iS«f4g^^7K (PH 7.4) {Ik h SLC-l fSS CHO )W 

|ja(lxlO»®)^#J!l$-&. iS^L^L^c. MCJ^^5^:^i-hA*y7-7 
-do mM NaHCOj, 5 mM EDTA, pH 7.5)^ 10 ml UX. i^^) h P»tc^ v'^h-l' 
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e>{; loo.oooxgT 1 i^PbIj^'^l, mm^(Dtzmm^nrco :i<Dttmm^2m\ 

©Ty-fe-fA'^y^T — [50 mM Tris-HCKpH 7.5). 1 mM EDTA. 0.1% miO 
'>lkm7)l':f^». lOnMMgClj. lOOmMNaCK UM GDP (^7yv>5' - 
-U>i?) . 0.25inMPMSF(7xn;i/pC5^;i.7.;i/4^-;l'7;i/;f ^-r H). Img/ml 
5 ^ZfX^^y. 20ing/inl P<^:/^>, lOig/ml K>]{3M 
Mb. lOO.OOOXgTl m3i/i>Lfc. ttjl#l«hLTIsIiR$n;tmiili3-«:?lt^ 

20 ml (DTy-t-i /"^yy 7-\zmmv. -8o° c vu^L. ^mom 

10 \fU>m<D%n^U-h\Z. 7>y-t-rA''y7 7-T^i?tfcSLC-l ^ilCHO 
171 I Sr^atfc^. DMSO MT^fRbfc SxlO'^M MCH 2^^!. 
om^izm^Ltz^mt'^'^mm 2ii\, ^^.tatpsl-GuanosineS' -(r 
-thio) triphosphate(^-'fl:^ll5& ttSI) 25/4 1 ^n-e*n^j!lDLfc(« 
IKi^iiS : 20/ig/inK [»S] -Guanos ineS' -(r-thio)triphosphate ^iiS : 
15 0.33nM)<, 2^X:-V imr^. mWVf3iifiibKm^ii:rzWi. 

^;U^'-(GF-C)Srfflt.iT®§l5i§L, (50mM Tris-HCl 

PH7.5) 300// 1 rzm^wvrc, ^y7.y ^ )V^-\zm.W'yyj-u-^-^ 

50 811 ^UDL, J^-p;5:MI*fttt««t:'»5^l/-v3>;^'>>iS'--CWLfc. 
iS^Pl*^ (%) =({b^#ld: MCH ?l:m3!lflLfci:^(7)*J[ltfiH4-DMSO^^0E<& 
20 WM\^tzt^(Ommm / (MCH ^MUfct^OilfW^it-DMSO^^Srm 
JlDLfci:#©:Kit«tt) xlOOtUT, i^^M^ (%) IC^ 



25 




Mfllft (ICnffi: nM) 






6 



^]^M2 MTKi^cliS^ (forced swim test)JCJ;SJn:'5'Of^ffi©M 
SD(SpragueDawley)^-/ h(7jSi^, -(^fi 233. 3-266. 9 g. B^^^ U 
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t T , Mmm 1 9 (Dit^m ® o. sx ^ ^jur ;i/ n-7smmm^sD^yh{n=m 

7Kii7K(7Kia 25±2*C) 30cin) ®Aofc7V^'>i^^X (Plexiglass) 

5 (^p°B^&, Rohm & Haas ttM. (it^21cin, SOcm) \ZAtl 

fzo -e©^ 5 ^r^l^^^y hO^ijUtFeldmiDobility)?:, x Vi$';i/b*x*:*P^ 

^fc. it'^m^^^f3i^^o.b%)^^)v±.)i^n-xmmm^sD^yh (n=io) 

i^ji±S2pMM) ^'n^'tl, 15.93 ± 5.62*5cty^30.86 ± 8.71 T^O. 
15 «ll±CDfljfflpJtgtt 
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1. ^ 



Ar-X 




(I) 



5 [^4»> Ar «B«IS*'tbTV^Tt)ctVi^4ft»<& ; 

10 Y«a^a«:WLTViTt)<kVi2fl6©M«^S (COSrl^O ^\ 

^A*5cktK5i!B«$e>tce^»;&^bTViTt)J:li. ^fe. SB;!>«$e.;^S 

3. kx ii^^\kx^-kt'- Ar' «e^S^WtTLiTt><):ViS*^ 

Ar'«gJ^S«:WLTViTt)<tVi5f#^»^^-r) -C^^n^ST^-S 

25 7. R' t R'«i:dtg|^^-ri)g^0^<i:fc{Cg^«<&^LTliTt>J:</i^g^ 
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8. ^^mmmm^^7ii^i^>. ^r;^;J^u>, e^u->*>, tf'^^v>, tf 
Dij>?>, A^-t^-^5^^>-r5>. i.3-5'7yuv>> 

4,5-vt: f^D-lH-<5^\/-;k 2, 3- Ko<> K-;k 1.2.3,4-x 

1 0 . R'*^7K^iM^T^-5Bt*« 1 mm(Dit^mo 

1 2. 4'-7;i/^D-N-[8-p^5";u-3-(i-trDU v:i;u^5^;u)-7-=t^yU- 
;U] [I. I'-fc* 7x-;H-4-*;i.7j^:^it^ K ; 

N-[6-7;u:i-p-3-(i-trp u v-Ji'pt5';i')-7-^y U-;n-4'-^ h^v 
15 [1, K ; 

6- (4-^ h + '>>'x-;i/)-N-[8-;<5^;l/-3-(l-eo 'J S^->»P7^5^jl.)-7-+y U 

3- 7>lU^ O -4* h + ->-N- [8-;< 5";i/-3- ( 1 - e □ <J v " jl. p< -7-^ / » J 

4- ( ^ p h ^ v) -N- [s- / 5^;p-3- ( i - tr p u x^^p 5^; w -7-^ 
y ij-;p]/>;>X7$ K ; 

N- [3- (1 - 7 -if /\° - ;i/ ^ -8- p< 5^;i.-7- y u -4- a-t^y^>^ 
1 3 . m-^^ 1 fBiJ®^b^i^*^WLT7^i:-5E^iafi£tl. 
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18. o om©^B& • v^mnith^^^-^ 1 3 ^m,(r>mm. 

1 9 . ^^5e©^B& • }hmm^tb^n^T^ 1 3 um.(Dmm. 

2 0. mtm 1 ummt^mii^ ^wmkim. m^umi^^^. w^-a^ 

2 2. Pi?L»«^lClf3KJilfe«©^b'&t!t>L<«-e©ia^fe«^0yoH 

10 imit-)\'^y^'^'^^m5^, 

mim. 1 IB«<7)'fk^%t) L < \t^<D^^fz.\X^(iy:fu h* ^ 
2 4. i«?Ll!?tl{Cit*^lie«K©'ffc'&tlt)L<«^<^:S*fe«^-0:^o H 

2 5. iiE#|i^(Dif^|»-f&i!i^$:iajg-r^rci?)0. If 1 IB® (D^b^tl t) L 
2 6. Pfi?L»)«^tcM3l^JS 1 IB®0^b^t»=bL<«^(7)i^S}ttt^07'o K 

20 ^l»*y5:fi?&sS:5Ff*o 

2 7 . S:tJiPS(l?fiJS:Mji'r§feJi)©. ^jje^S 1 IBtfcOib'&tlt) L< 

2 8. Pi?L«)t;{Cl»*:Bl|B«c0^b^«^feL<«^O:g$fc«-?-oyD K 

25 ::^fifeo 

3 0. it?L»4&{IIS*SllB®©^b^#lt)L<«-^®:l^fctt^©yp K 
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3 3. ^: Ar-x-cooH i^fp. ii^zfx\tmmmikmtmMm 




(HI) 



34. ^ 




(III) 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Lid. 
<120> Qui no line Compounds 
<130> 2975W00P 
<150> JP 2001-327924 
<151> 2001-10-25 
<150> jP 2002-r63239~ 
<151> 2002-06-04 
<160> 16 
<210> 1 
<2]I> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

glcgacalgg atctgcaaac ctcgtlgctg tg 32 
<210> 2 
<2n> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 
<400> 2 

actagttcag gtgcclttgc tttctgtccl ct 32 
<210> 3 
<21l> 353 
<212> PRT 
<213> Rat 
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4. 



<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

15 10 15 

lie Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn lie He Met Pro Ser Val Phe Gly 

35 " 40 " " 45 " . " ~ 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe lie He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Mel 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 HO 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val lie Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys lie Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gln Leu Ser He Ser A"rg Pro Thr Leu'Thr ' 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser LysGly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

glcgacatgg atclgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg alaalclcac atlgccgggg tcacclcctc gcacagggag tgtctcctac 120 
alcaacalca ttatgccttc cgtgtttggt accatctgtc Icctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag (ccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcalcaacct ctctgtggtg gatctgctct Icctgctggg catgcctltc 300 
algatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acalcctgac Igccatgacc 420 
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attgaccgct acllggccac cgtccacccc atclcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgalctg cctcctgtgg gcgclctcct tcatcagtat cacccctglg 540 
tggclclacg ccaggclcat tcccltccca gggggtgctg tgggctglgg calccgcctg 600 
ccaaacccgg acaclgacct ctactggttc actctgtacc agtttltcct ggcctltgcc 660 
cttccglttg tggtcaltac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
glggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca Icagccgccc gaccctcacg tttgtclact tglacaacgc ggccalcagc 900 
ttgggctatg ctaacagctg cctgaacccc tttglglaca tagtgclclg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<2I1> 262 
<212> RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc clcaaccc 18 
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<210> 7 










<211> 18 










<212> DNA 










<213> Artificial Sequence 






<220> 










<223> 










<400> 7 










cctggtgalc 


tgcctcct 


18 






<210> 8 










<211> 1275 










<212> DNA 










<213> Human 








<400> 8 










taggtgatgt 


cagtgggagc 


catgaagaag ggagtgggga 


gggcagttgg gcttggaggc 


60 


ggcagcggct 


gccaggclac 


ggaggaagac ccccttccca 


actgcggggc ttgcgctccg 


120 


ggacaaggtg 


gcaggcgctg 


gaggctgccg cagcctgcgt 


gggtggaggg gage t c age t 


180 


cggttgtggg 


agcaggcgac 


cggcactggc Iggatggacc 


tggaagcctc gctgctgccc 


240 


actggtccca 


acgccagcaa 


cacctctgat ggccccgata 


acctcacttc ggcaggatca 


300 


cctcctcgca 


cggggagcat 


clcctacalc aacatcatca 


tgcctlcggl gttcggcacc 


360 


atclgcctcc 


tgggcatcal 


cgggaactcc acggtcatct 


tcgcggtcgt gaagaagtcc 


420 


aagctgcact 


ggtgcaacaa 


cgtccccgac atcttcatca 


tcaacctclc ggtagtagat 


480 


ctcctctttc 


tcctgggcat 


gcccttcatg atccaccagc 


tcatgggcaa tggggtgtgg 


540 


cactttgggg 


agaccatgtg 


caccctcatc acggccatgg 


atgccaalag tcagttcacc 


600 


agcacctaca 


tcctgaccgc 


catggccatl gaccgctacc 


Iggccactgt ccaccccatc 


660 


tcttccacga 


agttccggaa 


gccctctgtg gccaccclgg 




79n 


ctctccttca 


tcagcatcac 


ccctgtgtgg ctgtatgcca 


gactcatccc ctlcccagga 


780 


ggtgcagtgg 


gctgcggcat 


acgcctgccc aacccagaca 


ctgacctcta ctggttcacc 


840 


ctgtaccagt 


Itttcctggc 


ctttgccctg cctlttgtgg 


tcatcacagc cgcatacgtg 


900 


aggatcctgc 


agcgcatgac 


gtcctcagtg gcccccgcct 


cccagcgcag catccggctg 


960 



wo 03/035624 



6 /II 



PCT/JP02/11045 



cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctglga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tglcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<2ll> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr lie Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT lie His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Vai Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 

<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc ttlctgtcct c 31 
<210> 12 
<211> 33 
<2I2> DNA 

<2I3> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Arti f icial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctltclgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccaclgglc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca Icatgccttc ggtgttcggc accatctgcc tcclgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaaccl ctcgglagia gatctcctct ttctcctggg calgcccltc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccclc 360 
atcacggcca tggatgccaa tagtcagtlc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atclcllcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccclclcct tcatcagcal cacccclgtg 540 
tggctgtatg ccagactcal ccccttccca ggaggtgcag Igggclgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcalac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct glctggtctt ctltgtglgc Igggcaccct aclatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc tttgtctacl tatacaalgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctcig tgagacgttc 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagl 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcaglgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
Icggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc clgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaaglc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cgglagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagltccgga agccctctgl ggccaccclg glgatclgcc tcctgtgggc 720 
cctctccltc atcagcatca cccctgtgtg gclgtatgcc agaclcatcc cctlcccagg 780 
aggtgcagtg ggctgcggca tacgcclgcc caacccagac actgacctct aclggttcac 840 
cclglaccag tllttcclgg cclttgccct gcclttlgtg glcalcacag ccgcalacgl 900 
gaggatcclg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcalccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt clggtctict ttgtglgctg 1020 
ggcaccclac tatgtgctac agctgaccca gttgtccatc agccgcccga ccclcacclt 1080 
tgtclactta tacaatgcgg ccatcagctt gggctalgcc aacagctgcc Icaacccclt 1140 
tgtgtacalc gtgctctgtg agacgttccg caaacgcttg gtcclglcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctglcagcaa cgctcagacg gctgacgagg agaggacaga 1260 
aagcaaaggc acctgaacta gtt 1283 
<210> 16 
<211> 420 
<212> RNA 
<213> Human 

<400> 16 - - - - - 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuoug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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